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(57) ABSTRACT 

Embodiments of the invention relate to a composition, a 
process of making the composition, and to the use of the 
composition. The compositions include a molecular com- 
plex formed between an alkaline pharmaceutical drug and at 
least one selected from a hydroxy acid, a poly hydroxy acid, 
a related acid, a lactone, or combinations thereof. The 
compositions provide improved bioavailability and 
improved delivery of the drug into the cutaneous tissues. 
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BIOAVAILABILITY AND IMPROVED DELIVERY 
OF ALKALINE PHARMACEUTICAL DRUGS 

RELATED APPLICATIONS 

[0001] This application is a continuation-in-part of U.S. 
patent application Ser. No. 10/792,273, filed Mar. 4, 2004, 
and entitled: "Improved Bioavailability and Improved 
Delivery of Alkaline Pharmaceutical Drugs," the disclosure 
of which is incorporated herein by reference in its entirety. 

BACKGROUND OF THE INVENITON 
[0002] 1. Field of the Invention 

[0003] Embodiments of the invention relate to a process of 
making and the use of topical compositions including a 
molecular complex formed between an alkaline pharmaceu- 
tical drug and at least one selected from a hydroxyacid, a 
poly hydroxy acid, related acid, a lactone, or combinations 
thereof. The compositions provide improved bioavailability 
and improved delivery of the drug into the cutaneous tissues. 
The alkaline pharmaceutical drugs preferably are organic 
compounds that contain at least one amino, imino and/or 
guanido group in the molecules. The hydroxyacids, polyhy- 
droxy acids, related acids, or lactones preferably include 
organic carboxylic acids having at least one hydroxyl group 
in the molecules and having a molecular weight of between 
about 50 to about 1000. The molecular complex thus formed 
is optimally bioavailable for topical treatment of skin and 
nail diseases. 

[0004] 2. Description of Related Art 

[0005] Transdermal delivery systems are a convenient and 
effective alternative for the administration of many types of 
medications, because the agents are delivered directly into 
the blood stream, avoiding first-pass metabolism in the Hver, 
so that drug delivery is continuous and sustained. Transder- 
mal delivery also provides a sustained and consistent deliv- 
ery of medication, avoiding peaks and valleys in blood 
levels which are often associated with oral dosage forms. 
Thus, using transdermal delivery, one can administer lower 
doses of drug to achieve the same therapeutic effect com- 
pared to oral administration, reducing or eliminating dose- 
dependent side effects. 

[0006] Preparing suitable formulations of medications is a 
challenging task. The skin, which has protective layers 
designed to prevent penetration of foreign matter, must be 
sufficiently penetrated to provide the active agent to the 
desired site or for absorption into the bloodstream. Skin is a 
complex organ system, consisting of multiple layers. The 
uppermost, or "stratum comeum," layer of skin consists of 
non-living material derived primarily from the terminal 
differentiation of epidermal keratinocytes, and provides a 
protective barrier for the underlying components of skin. 
The epidermis contains a number of cell types, although 
keratinocytes are the major cell type. Dermal fibroblasts are 
embedded within a matrix comprised of collagen, elastin, 
proteoglycans, and other extracellular matrix molecules. 
Blood capillaries are found in the dermis, but the epidermis 
is non-vascular. 

[0007] In addition, the drug itseff must be suitable for 
administration. The size of a drug molecule, its charge, 
polarity, and pH are factors that contribute to the ability of 
the agent to penetrate the skin to the desired site or to blood 



vessels for systemic distribution. The carrier enabling the 
transdermal delivery of the drug has similar constraints. 

[0008] Most transdermal delivery of pharmaceuticals 
involves incorporating the pharmaceutical into a carrier, 
such as a porous polymeric membrane, and using the mem- 
brane as a patch worn on the skin. Transdermal patch 
devices which provide a controlled, continuous administra- 
tion of a therapeutic agent through the skin are known as the 
art. Such devices, for example, are disclosed in U.S. Pat. 
Nos. 4,627,429; 4,784,857; 5,662,925; 5,788,983; and 
6,113,940. These devices typically contain a therapeutic 
agent impermeable barrier layer that defines the outer sur- 
face of the device, and a permeable skin attaching mem- 
brane, such as an adhesive layer, sealed to the barrier layer 
in such a way as to create a reservoir between them in which 
the therapeutic agent is placed. Although such devices may 
be satisfactory for their intended purpose, they have been 
found to be irritating to the wearer of the patch, provide 
minimized control of drug delivery through the skin, are 
slower to prepare, do not allow for customized formulation, 
are not easily produced, and are not cost-effective. 

[0009] Numerous chemical agents have been studied as a 
means of increasing the rate at which a drug penetrates 
through the skin. As will be appreciated by those skilled in 

the art, chemical enhancers are compounds that are admin- 
istered along with the drug (or in some cases the skin may 
be pretreated with a chemical enhancer) in order to increase 
the permeability of the stratum corneum, and thereby pro- 
vide for enhanced penetration of the drug through the skin. 
Ideally, such chemical penetration enhancers are compounds 
that are innocuous and serve merely to facilitate diffusion of 
the drug through the stratum corneum. The permeability of 
many therapeutic agents with diverse physicochemical char- 
acteristics may be enhanced using these chemical enhance- 
ment means. However, there are skin irritation and sensiti- 
zation problems associated with high levels of certain 
enhancers. 

[0010] Many medicinal active agents contain one or more 
basic nitrogen atoms in their molecule and can therefore be 
utilized in pharmaceutical preparations either as a free base 
or as a salt of the active substance base with an acid which 
is suitable for this purpose. Salts have the advantage of 
better water solubility, which is important for oral admin- 
istration, and in many cases also the advantage of better 
stability. A further advantage is that active substance salts 
often are more easily crystallized, or it is anyway only the 
active substance salt which is crystalline at room tempera- 
ture. This is the reason why many active substances are 
manufactured and available only in the form of their salts. 
For example, chlorhexidine is commonly used as a salt of 
dihydrochloride, diacetate and di-D-gluconate. Erythromy- 
cin is commonly used as a salt of ethylsuccinate, acistrate, 
estolate, glucoheptonate, lactobionate, propionate and stear- 
ate. 

[0011] For transdermal administration, however, the 
active substance salts are unsuitable since due to their higher 
polarity they are not capable of penetrating the lipophile 
barrier of the stratum corneum in the quantities required for 
the therapeutic purpose. Thus, it is necessary to transform 
active substance salts into their free base in order to utilize 
them in transdermal systems. Processes of making a topical 
composition comprising molecular complexes of these 
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drugs with other vehicles for optinial bioavailability and 
improved delivery into the cutaneous tissues has not previ- 
ously been described. 

[0012] An ideal process enables the release of the free 
base during the manufacture of the system in situ without the 
manufacturing process thereby becoming considerably more 
complicated than in the case of direct use of the free base. 
Such a process is described in EP 0 272 562. In this process, 
adhesives are used which themselves possess basic groups 
and are thereby themselves, as auxiliary bases, capable of 
liberating the free base. The disadvantage of this process is 
that the number of these functional basic groups in the 
adhesive is limited, and that for this reason only small 
amounts of active substance salts can be converted into their 
free bases. 

[0013] Another process is described in U.S. Pat. No. 
6,620,429 where active substance salt is converted with a 
basic alkaline metal salt, preferably a silicate, in an organic 
solvent. The transdermal systems described therein involve 
incorporation of the converted active substance into a poly- 
mer matrix patch after suspension in the organic solvent with 
the basic alkaline metal salt. There is a need to develop a 
more convenient approach to transdermal drug delivery, so 
that the active drug becomes more readily available and 
easily transportable through cutaneous tissue. 

[0014] U.S. Pat. No. 5,877,212, the disclosure of which is 
incorporated by reference herein in its entirety, discloses 
molecular complexes and sustained release formulations 
containing complexes formed between alpha hydroxyacids 
and related acids on the one hand, and a complexing agent 
on the other hand. The complexing agents include organic 
amino compounds in free base form having one or more 
other functional groups with unshared electrons such as 
hydroxyl, carbonyl, amido, ester, and alkoxy groups. The 
molecular complex provides for controlled release of the 
alpha hydroxy acid or related acid into the skin. 

[0015] The description herein of certain disadvantages of 
known materials, methods, systems, and apparatus is not 
intended to limit the scope of the invention. Indeed, various 
embodiments of the invention may include some or all of the 
known materials, methods, systems, and apparatus without 
suffering from the aforementioned disadvantages. 

SUMMARY OF THE INVENTION 

[0016] It is a feature of an embodiment of the invention to 
provide improved compositions and delivery systems to 
administer alkaline pharmaceutical drugs through the skin. It 
also a feature of an embodiment of the invention to provide 
methods of making the compositions, as well as methods of 
administering the compositions to a patient in need thereof. 

[0017] In accordance with these and other features of 

various embodiments of the invention, there is provided a 
topical composition including a molecular complex formed 
between an alkaline pharmaceutical drug and at least one 
compound selected from a hydroxyacid, a polyhydroxy acid, 
a related acid, lactone forms of these acids, or combinations 
thereof. 

[0018] In accordance with additional features of embodi- 
ments of the invention, there is provided a method of 
forming a molecular complex between an alkaline pharma- 
ceutical drug and at least one of a hydroxyacid, polyhy- 



droxy acid, related acid, and lactone. The method involves 
dissolving the alkaline pharmaceutical drug salt and an 
alkali in an appropriate medium to form a free base of the 
pharmaceutical drug, and then separating the free base from 
the medium. The method further includes adding at least one 
of a hydroxyacid, polyhydroxyacid, related acid, and lactone 
to the free base in a reaction medium to form a molecular 
complex. 

[0019] In accordance with an additional feature of an 
embodiment of the invention, there is provided a method of 
administering an alkaline pharmaceutical drug to a patient in 
need thereof, comprising topically applying a molecular 
complex formed between an alkaline pharmaceutical drug 
and at least one compound selected from a hydroxyacid, a 
polyhydroxy acid, related acid, a lactone, or combinations 
thereof. The molecular complex includes a therapeutically 
effective amount of the alkaline pharmaceutical drug. 

DETAILED DESCRIPTION OF PREFERRED 
EMBODIMENTS 

[0020] Embodiments of the invention are not limited to the 
particular methodology, protocols, and reagents described in 
the preferred embodiments, as these may vary. It also is to 
be understood that the terminology used herein is for the 
purpose of describing particular embodiments only, and is 
not intended to limit the scope of any embodiment of the 
present invention. 

[0021] Throughout this disclosure, the singular forms 
"a,"" an," and "the" include plural reference unless the 
context clearly dictates otherwise. Thus, for example, a 
reference to "an alkaline pharmaceutical drug" includes a 
plurality of such drugs, and a reference to "a hydroxacid" is 
a reference to one or more hydroxyacids and equivalents 
thereof known to those skilled in the art, and so forth. 

[0022] Unless defined otherwise, all technical and scien- 
tific terms used herein have the same meanings as com- 
monly understood by one of ordinary skill in the art to which 
this invention belongs. Although any methods and materials 
similar or equivalent to those described herein can be used 
in the practice or testing of the present invention, the 
preferred methods, devices, and materials are now 
described. All publications mentioned herein are cited for 
the purpose of describing and disclosing the various mol- 
ecules, drugs, delivery systems, and methodologies that are 
reported in the publications and that might be used in 
connection with the invention. Nothing herein is to be 
construed as an admission that the invention is not entitled 
to antedate such disclosures by virtue of prior invention. 

[0023] The expression "pharmaceutic ally effective 
amount" is used herein to denote a quantity of pharmaceu- 
tical that is known to be effective to achieve the desired and 
known result of the drug. The actual amount contained in the 
molecular complex, likely will vary from the pharmaceuti- 
cally effective amount, since some of the drug may not 
completely penetrate the skin together with the complex. 
Using the guidelines provided herein, those skilled in the art 
are capable of determining the pharmaceuticaUy acceptable 
amount of alkaline pharmaceutical drugs described herein, 
and to use the requisite amount in the molecular complex so 
that the pharmaceuticaUy acceptable amount is delivered to 
the subject in need thereof. 
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[0024] The expression "related acid" as it is used herein 
denotes a hydroxyacid in which the hydroxyl group is at any 
carbon position other than the alpha position, or the 
hydroxyl group is replaced by a keto group, or other 
miscellaneous organic hydroxycarboxylic acids that are not 
readily represented by a generic structure. For convenience 
this group of compounds may be subdivided into (1) alpha 
keto acids, (2) miscellaneous compounds, and (3) oligomers 
and polymers of hydroxyacids. These groups are set out in 
more detail below. 

[0025] In human skin, the stratum corneum consists of 
keratin-enriched comeocytes that are embedded in a lipid 
matrix and are resistant to penetration by ionic compounds 
or large molecules having a molecular weight of 800 or 
larger. Most alkaline pharmaceutical drugs are available in 
the form of a salt with inorganic acids such as hydrochloric 
acid, sulfuric acid and nitric acid because the free base is 
chemically unstable due to air oxidation of the amino, imino 
and/or guanido group of the molecule, and these drugs when 
oxidized typically become discolored and topically unap- 
pealing. When such inorganic salts are incorporated into a 
topical formulation, the pharmaceutical drug usually exists 
as a positively charged cation and cannot penetrate, or only 
partially penetrates the stratum corneum of the skin. The 
reason is believed to be due to the fact that the inorganic 
acids used for stabilization and isolation of the drug are 
strong acids and the drug molecule is fully ionized by such 
strong acids. The drug as a fully ionized cation is not in 
bio available form, and its topical effect is variable and 
inconsistent at best, and often is completely ineffective. 

[0026] The present inventors have discovered a relatively 
simple process for converting the inorganic salt of an 
alkaline pharmaceutical drug into a molecular complex that 
provides the requisite bioavailability and therapeutic effi- 
cacy. In accordance with a preferred embodiment of the 
method, an inorganic salt of an alkaline pharmaceutical drug 
is reacted with equimolar amounts of an inorganic alkali 
such as sodium hydroxide or ammonium hydroxide to 
generate the free base of the drug. The free base of the drug 
then is reacted with an organic hydroxyacid, polyhydroxy 
acid, related acid, lactone, or combinations thereof, to form 
a molecular complex. 

[0027] The expression "molecular complex" as used 
throughout this description to define the formation of a 
molecular complex between an alkaline pharmaceutical 
drug and the hydroxyacid, or polyhydroxy acid, related acid, 
or lactone denotes a complex based on three attracting 
forces. These three attracting forces in increasing strength 
are: (a) dipolar/dipolar; (b) dipolar/ionic; and (c) ionic/ionic. 
The dipolar attracting forces are created between the 
hydroxyl groups of: (i) the hydroxyacid or polyhydroxy acid 
or related acid, or lactone; and (ii) the amino, imino and/or 
guanido group of an alkaline drug due to unshared electrons 
of the oxygen and nitrogen atoms, and the hydrogen atoms 
through hydrogen bonds. The ionic attracting forces are 
created between the carboxyl group of the hydroxyacid or 
polyhydroxy acid, or related acid, or lactone on the one 
hand, and the protonated amino, imino or guanido group of 
an alkaline drug on the other hand. 

[0028] When a composition containing the above molecu- 
lar complex is topically applied to the skin, the drug mol- 
ecules having a dipolar/dipolar attracting force will pen- 



etrate the skin first, followed by the drug molecules having 
dipolar/ionic attracting forces. The drug molecules having 
the ionic/ionic attracting forces are typically in salt form and 
therefore are not generally bioavailable for penetration into 
the skin. However, when more free base drug penetrates into 
the skin, the ionic drug molecule will become non-ionic 
because the cation is converted to a free base due to the 
dissociation equilibrium shift (Henderson-Hasselbalch 
Equation). Thus, most drug molecules become bioavailable 
in the molecular complex with a hydroxyacid or polyhy- 
droxy acid, or related acid, or lactone. 

[0029] The molar ratio of an alkaline drug to a hydroxy- 
acid or polyhydroxy acid or related acid or lactone prefer- 
ably ranges from about 1:0.1 to about 1:40, with a preferred 
range of from about 1:0.5 to about 1:5. The formation of a 
molecular complex is more than or beyond the neutralization 
reaction between an alkali and an acid because the extra 
functional group(s), e.g., hydroxyl group(s), participate in 
the formation of molecular complex through intermolecular 
attracting forces. The inventors beHeve that all alkaline 
pharmaceutical drugs that have amino, imino and/or quanido 
groups can form a molecular complex with hydroxyacids or 
polyhydroxy acids or related acids to provide a compound 
with improved bioavailabilty and improved delivery into the 
skin and nail plate. 

[0030] The expression "alkaline pharmaceutical drug" 
denotes a pharmaceutical agent or substance that is alkaline 
in its native form with pH above 7.0 when in solution or with 
ability to form a salt with an inorganic acid. Typically, the 
alkaline pharmaceutical drugs are organic compounds that 
contain at least one amino, imino, guanidine, imidazole, 
pyrrolidine, or other heterocyclic group containing at least 
one nitrogen atom in the molecules. Representative alkaline 
pharmaceutical drugs include but are not limited to acebu- 
tolol, acetohydroxamic acid, actiq, acyclovir, albuterol, 
aUopurinol, alloxanthine, alprazolam, alprenolol, amiloride, 
amantadine, aminacrine, amiodarone, amitriptyline, amo- 
rolfine, amodiaquin, amocarzine, amoxapine, amphetamine, 
atenolol, atropine, bemegride, benzocaine, bepridil, benz- 
tropine, bupivacaine, bupropion, burimamide, bromphe- 
niramine, butoconazole, caffeine, carbamazepine, chlordiaz- 
epoxide, chloroquine, chlorpheniramine, chlorpromazine, 
cimetidine, clonidine, cocaine, codeine, cyclizine, chlo- 
rhexidine, citalopram, clemastine, clindamycin, clioquinol, 
clotrimazole, clozapine, cromolyn, crotamiton, cyclizine, 
cycloserine, dexmedetomidine, dicyclomine, dihydromor- 
phine, diphenhydramine, diphenoxylate, disopyramide, dob- 
utamine, dopamine, dopamide, dopa esters, doxepin, doxy- 
lamine, dyclonine, desipramine, diazepam, dihydrocodeine, 
diphenoxylate, ephedrine, epinephrine, epinine, ergotamine, 
econazole, erythromycin, etidocaine, etomidate, fentanyl, 
fluoxetine, fluphenazine, flurazepam, fluvoxamine, 
guanethidine, guaifenesin, N- gu any Ihist amine, haloprogin, 
hydralazine, hypoxanthine, ichthammol, imiquimod, 
indomethacin, imipramine, irbesartan, isoetharine, isoprot- 
erenol, ketamine, ketanserin, ketoconazole, ketoprofen, 
kanamycin, labetalol, lamotrigine, lidocaine, lobeHne, losa- 
rtan, loxapine, lysergic diethylamide, mafenide, maprotiHne, 
mecamylamine, meclizine, meclocycHne, meperidine, mepi- 
vacaine, mescaline, metanephrine, metaproterenol, metha- 
done, methoxamine, metiamide, metolazone, metronidazole, 
miconazole, midazolam, minocycline, minoxidil, mirtazap- 
ine, mupirocin metaraminol, methadone, methamphetamine, 
methyldopamide, methyldopa esters, metoprolol, mexilet- 
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ine, molindone, moq)hine, moxonidine, 3,4-methylene- 
dioxymethamphetamine, nadolol, naftifine, naloxone, nefa- 
zodone, neomycin, nifedipine, nystatin, nicotine, 
norepinephrine, octopamine, olanzapine, ondansetron, oxi- 
conazole, oxotremorine, oxymetazoline, paroxetine, penta- 
zocine, phencyclidine, pheniramine, phenmetrazine, phen- 
tolamine, phenylephrine, phenylpropanolamine, phenelzine, 
phenoxybenzamine, physostigmine, pilocarpine, pimozide, 
pipamazine, pirenzepine, podophyllin, podofilox, pramipex- 
ole, pramoxine, prenalterol, prilocalne, procaine, promet- 
hazine propionate, propranolol, protriptyline, pseudoephe- 
drine, pyrethrin, pyrilamine pentazocine, phenylephrine, 
physostigmine, pilocarpine, pindolol, prazosin, procaina- 
mide, procaine, promazine, promethazine, propranolol, 
pseudoephedrine, pyrimethamine, quetiapine, quinethazone, 
quinidine, reserpine, risperidone, ritodrine, ropinirole, ropi- 
vacaine, salmeterol, scopolamine, selegiline, serotonin, 
sertindole, sertraline, sotalol, strychnine, sulconazole, sul- 
fadiazine, sulfanilamide, tamsulosin, tazarotene, terbinafine, 
terconazole, terfenadine, tetracaine, tetracycline, tetrahydro- 
zoline, theobromine, theophylline, thymol, timolol, tiocona- 
zole, tizanidine, tocainide, tolnaftate, tranylcypromine, tra- 
zodone, triamterene, triazolam, trillupromazine, 
tripelennamine, triprolidine, terbutaline, thioridazine, 
tyramine, tolazoline, xanthine, venlafaxine, verapamil and 
ziprasidone, and mixtures thereof. 

[0031] Additional representative alkaline pharmaceutical 
drugs include the following: abacavir, adefovir dipivoxil, 
adenosine, alfuzosin, almotriptan, amlodipine, anagrelide, 
anastrozole, apomorphine, aprepitant, aripiprazole, ataza- 
navir, atomoxetine, azathioprine, azelastine, azithromycin, 
benazepril, bendroflumethiazide, benzonatate, brimonidine, 
buprenorphine, butenafine, cabergoline, candesartan cilex- 
etil, cefditoren pivoxil, cefepime, cefpodoxime proxetil, 
celecoxib, cetirizine, cevimeline, cilostazol, cinacalcet, 
ciprofloxacin, cladribine, clarithromycin, clomiphene, clo- 
pidogrel, cyclobenzaprine, cytarabine, dacarbazine, dalfo- 
pristin, dapsone, daptomycin, daunorubicin, deferoxamine, 
delavirdine, desloratadine, desmopressin, dexmethylpheni- 
date, dexrazoxane, dextroamphetamine, didanosine, dilt- 
iazem, dipyridamole, dofetilide, dolasetron, donepezil, dor- 
zolamide, doxorubicin, doxycycline, duloxetine, 
eflornithine, eletriptan, emtricitabine, enalapril, epirubicin, 
eptifibatide, escitalopram, esmolol, esomeprazole, esta- 
zolam, famciclovir, famotidine, felodipine, fexofenadine, 
flecainide, fluconazole, flucytosine, formoterol, galan- 
tamine, gatifloxacin, gefitinib, gemcitabine, gemifloxacin, 
haloperidol, homatropine, hydrochlorothiazide, hydromor- 
phone, hyoscyamine, idarubicin, imatinib, indinavir, irino- 
tecan, itraconazole, ketotifen, lamivudine, lansoprazole, 
letrozole, leuprolide, levalbuterol, levofloxacin, linezolid, 
loperamide, mebendazole, memantine, mercaptopurine, 
metformin, methylphenidate, midodrine, miglustat, mitox- 
antrone, moexiprilat, moxifloxacin, nalbuphine, nalmefene, 
nelfinavir, nevirapine, nicardipine, nimodipine, nisoldipine, 
nizatidine, octreotide, ofloxacin, olmesartan medoxomil, 
olopatadine, omeprazole, oxybutynin, oxycodone, pal- 
onosetron, pemoline, penciclovir, pentostatin, pentoxifyl- 
line, pergolide, piogHtazone, procarbazine, propafenone, 
propoxyphene, quinapril, quinupristin, ribavirin, rifampin, 
rifapentine, rifaximin, riluzole, rimantadine, rivastigmine, 
rizatriptan, sibutramine, sfldenafil, streptomycin, sul- 
famethoxazole, sulfisoxazole, tadalafil, tegaserol, telithro- 
mycin, telmisartan, temozolomide, tenofovir disoproxil. 



terazosin, thiabendazole, thiothixene, tiagabine, tinidazole, 
tirofiban, tobramycin, tolterodine, tramadol, trimethoprim, 
trimipramine, tromethamine, vardenafil, voriconazole, 
zafirlukast, zaleplon, zolmitriptan and Zolpidem. 

[0032] Many of the above alkaline pharmaceutical drugs 
also are known by their trade names: abacavir, adefovir 
dipivoxil (Hepsera), adenosine (Adenocard), alfuzosin 
(Uroxatral), almotriptan (Axert), amlodipine, anagrelide 
(Agrylin), anastrozole (Arimidex), apomorphine (Apokyn), 
aprepitant (Emend), aripiprazole (Abilify), atazanavir 
(Reyataz), atomoxetine (Strattera), azathioprine (Azasan), 
azelastine (Astelin), azithromycin (Zithromax), benazepril 
(Lotensin), bendroflumethiazide, benzonatate (Tessalon), 
brimonidine (Alphagan), buprenorphine (Buprenex), buten- 
afine (Mentax), cabergoline (Dostinex), candesartan cflex- 
etil (Atacand), cefditoren pivoxil (Spectracef), cefepime 
(Maxipime), cefpodoxime proxetil (Vantin), celecoxib 
(Celebrex), cetirizine (Zyrtec), cevimeline (Evoxac), cil- 
ostazol (Pletal), cinacalcet (Sensipar), ciprofloxacin (Cil- 
oxan), ciprofloxacin (Cipro), cladribine (Leustatin), 
clarithromycin (Biaxin), clomiphene (Clomid), clomiphene 
(Serophene), clopidogrel (Plavix), cyclobenzaprine (Flex- 
eril), cytarabine (Depocyt), dacarbazine (DTIC), dalfopris- 
tin, dapsone, daptomycin (Cubicin), daunorubicin (Cerubi- 
dine), deferoxamine (Desferal), delavirdine (Rescriptor), 
desloratadine (Clarinex), desmopressin (DDAVP), dexmeth- 
ylphenidate (Focalin), dexrazoxane (Zinecard), dextroam- 
phetamine (Dextrostat), didanosine (Videx), dfltiazem 
(Cardizem), diltiazem (Tiazac), dipyridamole (Persantine), 
dofetilide (Tikosyn), dolasetron (Anzemet), donepezil (Ari- 
cept), dorzolamide, doxorubicin (Adriamycin), doxorubicin 
(Doxil), doxycycline (Adoxa), doxycycline (Periostat), 
duloxetine, duloxetine (Cymbalta), eflornithine (Vaniqa), 
eletriptan (Relpax), emtricitabine (Emtriva), enalapril 
(Lexxel), epirubicin (EUence), eptifibatide (Integrilin), esci- 
talopram (Lexpro), esmolol (Brevibloc), esomeprazole 
(Nexium), estazolam (Prosom), famciclovir (Famvir), famo- 
tidine (Pepcid), felodipine (Plendil), fexofenadine (Allegra), 
flecainide (Tambocor), fluconazole (Diflucan), flucytosine 
(Ancobon), formoterol (Foradil), galantamine (Reminyl), 
gatifloxacin (Tequin), gatifloxacin (Zymar), gefitinib 
(Iressa), gemcitabine (Gemzar), gemifloxacin (Factive), 
haloperidol (Haldol), homatropine, hydrochlorothiazide 
(HCT), hydromorphone (Dilaudid), hyoscyamine (Nulev), 
idarubicin (Idamycin), imatinib (Gleevec), indinavir (Crixi- 
van), irinotecan (Camptosar), itraconazole (Sporanox), keto- 
tifen (Zaditor), lamivudine, lansoprazole (Prevacid), letro- 
zole (Femara), leuprolide (Viadur), levalbuterol (Xopenex), 
levofloxacin (Levaquin), levofloxacin (Quixin), linezolid 
(Zyvox), loperamide (Imodium), mebendazole (Vermox), 
memantine (Namenda), mercaptopurine (Purinethol), met- 
formin (Fortamet), methylphenidate (Concerta), meth- 
ylphenidate (Metadate), methylphenidate (Ritalin), mido- 
drine (Proamatine), miglustat (Zavesca), mitoxantrone 
(Novantrone), moexiprilat (Uniretic), moxifloxacin 
(Avelox), moxifloxacin (Vigamox), nalbuphine (Nubain), 
nalmefene (Re vex), nelfinavir (Viracept), nevirapine (Vira- 
mune), nicardipine (Cardene), nimodipine (Nimotop), nisol- 
dipine (Sular), nizatidine (AxLd), octreotide (Sandostatin), 
ofloxacin (Floxin), olmesartan medoxomil (Benicar), olo- 
patadine (Patanol), omeprazole (Prilosec), omeprazole 
(Zegerid), oxybutynin (Ditropan), oxybutynin (Oxytrol), 
oxycodone, palonosetron (Aloxi), pemoline (Cylert), penci- 
clovir (Denavir), pentostatin (Nipent), pentoxifylline (Tren- 
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tal), pergolide (Permax), pioglitazone (Actos), procarbazine 
(Matulane), propafenone (Rythmol), propoxyphene (Dar- 
von), quinapril (Accupril), quinupristin, ribavirin (Cope- 
gus), rifampin (Rifadin), rifapentine (Priftin), rifaximin 
(Xifaxan), riluzole (Rilutek), rimantadine (Flumadine), 
rivastigmine (Exelon), rizatriptan (Maxalt), sibutramine 
(Meridia), sildenafil (Viagra), streptomycin, sulfamethox- 
azole, sulfisoxazole, tadalafil (Cialis), tegaserol (Zelnorm), 
telithromycin (Ketek), telmisartan (Micarbis), temozolo- 
mide (Temodar), tenofovir disoproxil (Viread), terazosin 
(Hytrin), thiabendazole (Mintezol), thiothixene, tiagabine 
(Gabitril), tinidazole (Tindamax), tirofiban (Aggrastat), 
tobramycin (Tobi), tolterodine (Detrol), tramadol (Ultracet), 
trimethoprim, trimipramine (Surmontil), tromethamine, 
vardenafil (Levitra), voriconazole (Vfend), zafirlukast 
(Accolate), zaleplon (Sonata), zolmitriptan (Zomig) and 
Zolpidem (Ambien). One or any combination of the above- 
mentioned alkaline pharmaceutical drugs can be used in 
various embodiments of the invention. 

[0033] The hydroxyacids and polyhydroxy acids useful in 
forming a molecular complex with the alkaline pharmaceu- 
tical drugs mentioned previously are described in more 
detail below. Suitable hydroxyacids may be divided into the 
following groups. 

[0034] 1. Alpha-Hydroxy acids (AHAs) 

[0035] AHAs are organic carboxylic acids having one 
hydroxyl group attached directly to the alpha position of the 
aliphatic or alicyclic carbon atom, but not to a benzene or 
other aromatic ring. On a broader scope, AHAs may include 
those acids that have additional carboxyl groups. The AHAs 
may be divided into three subgroups: (a) alkyl AHAs; (b) 
aralkyl AHAs; and (c) poly carboxyl AHAs. 

[0036] (a) Alkyl AHAs 

[0037] The side chain radicals attached to the alpha carbon 
are hydrogen atoms or simple hydrocarbons called alkyl 
groups. The generic structure may be represented as follows: 

RiR2C(OH)COOH 

[0038] where R^ and R2 may be independently H or alkyl 
group. The alkyl AHAs may exist as stereoisomers as D, L 

and DL or R, S and RS forms when R^ and R^ are not 
identical. The alkyl groups preferably are non-aromatic 
radicals such as methyl, ethyl, propyl, isopropyl, butyl, 
pentyl, octyl, lauryl and stearyl. 

[0039] Representative alkyl AHAs can be selected from 
the group consisting of 2-hydroxyethanoic acid (glycolic 
acid), 2-hydroxypropanoic acid (lactic acid), 2-methyl-2- 

hydroxypropanoic acid (methyllactic acid), 2-hydroxybu- 
tanoic acid, 2-hydroxypentanoic acid, 2-hydroxyhexanoic 
acid, 2-hydroxyheptanoic acid, 2-hydroxyoctanoic acid, 
2-hydroxyeicosanoic acid (alpha hydroxyarachidonic acid), 
2-hydroxytetraeicosanoic acid (cerebronic acid), 2-hydrox- 
ytetraeicosenoic acid (alpha hydroxynervonic acid), and 
mixtures thereof. 

[0040] (b) Aralkyl AHAs 

[0041] Aralkyl AHAs include AHA having aralkyl groups, 
where aralkyl is an abbreviation for aryl plus alkyl. An 
aralkyl AHA is formed when a phenyl group or other 



aromatic ring is attached to the alpha carbon of the alkyl 
AHA. The generic structure is shown as follows. 

RiR2C(OH)COOH 

[0042] where R-^ and Ro may be independently H, aryl or 
aralkyl group. The aralkyl AHAs may exist as stereoisomers 
as D, L and DL or R, S and RS forms when R^ and R^ are 
not identical. The aryl group preferably includes at least one 
aromatic radical such as phenyl, diphenyl, biphenyl and 
naphthyl. The aralkyl group preferably includes at least one 
aromatic radical and one non-aromatic radical such as a 
phenylmethyl(benzyl), phenylethyl, phenylpropyl, diphe- 
nylmethyl, diphenylethyl, biphenylmethyl and naphthylm- 
ethyl group. In any case, the hydroxyl group is attached to 
the non-aromatic alpha carbon atom. 

[0043] Suitable aralkyl AHAs can be selected from the 
group 2-henyl-2-hydroxyethanoic acid (mandelic acid), 2,2- 
diphenyl-2-hydroxyethanoic acid (benzilic acid), 3 -phenyl 
2-hydroxypropanoic acid (3-phenyllactic acid), 2-phenyl-2- 
methyl-2-hydroxyethanoic acid (atrolactic acid, 2-phenyl- 
lactic acid), and mixtures thereof. 

[0044] (c) Polycarboxy AHAs 

[0045] A polycarboxy AHA is an AHA that includes more 
than one carboxyl and/or hydroxyl group. The generic 
structure may be shown as follows. 

RiR2C(OH)COOH 

[0046] where and R2 may be independently H, COOH, 
CH2COOH or CHOHCOOH. Suitable polycarboxy AHAs 
may exist as stereoisomers as D, L and DL or R, S and RS 

forms when R-^ and R2 are not identical. 

[0047] Suitable polycarboxy AHAs can be selected from 
the group 2-hydroxypropane-l,3-dioic acid (tartronic acid), 
2-hydroxybutane-l,4-dioic acid (malic acid), 2,3-dihydrox- 
ybutane-l,4-dioic acid (tartaric acid), 2-hydroxy-2-carboxy- 
pentane-l,5-dioic acid (citric acid), isocitric acid, and mix- 
tures thereof. 

[0048] 2. Beta-Hydroxyacids (BHAs) 

[0049] BHAs are organic carboxylic acids having one 
hydroxyl group attached to the beta position of aliphatic 
carbon atom. The generic structure of a BHA typically is 
represented by the following formula: 

RiR2C(OH)CHR3COOH 

[0050] where R^, R2, R3 may be H, alkyl, aryl or aralkyl 
group. The BHA may exist as stereoisomers as D, L and DL 
or R, S and RS forms when R-^ and R2 are not identical or R3 
is not H. 

[0051] Suitable BHAs for use in the present invention can 
be selected from the group 3-hydroxypropanoic acid (p-hy- 
droxypropanoic acid), 3-hydroxybutanoic acid (p-hydrox- 
ybutanoic acid), 3-hydroxypentanoic acid, 3-hydroxy-2- 
phenylpropanoic acid (tropic acid), and mixtures and 
combinations thereof. For clarification, saHcylic acid is not 
a BHA because both the hydroxyl and carboxyl groups are 
attached directly to an aromatic benzene ring, and the 
chemical name is 2-hydroxybenzoic acid. 

[0052] 3. Polyhydroxy Acids (PHAs) 

[0053] PHAs are organic carboxylic acids having multiple 
hydroxyl groups in addition to the alpha- hydroxyl group. 
The PHAs typically exist in the lactone form, such as 
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gluconolactone from gluconic acid. Many PHAs are derived 
from carbohydrates and are important carbohydrate inter- 
mediates and metabolites. PHAs may be divided into three 
groups: (a) aldonic acid; (b) aldaric acid; and (c) alduronic 

acid. 

[0054] (a) Aldonic Acid 

[0055] When a common carbohydrate such as glucose, 
also called aldose, is oxidized at carbon one position from 
aldehyde to carboxyl group, the product is called aldonic 
acid, or more specifically gluconic acid. The aldonic acid 
usually has multiple hydroxyl groups. The generic structure 
for aldonic acids is provided by the following formula. 

R(CHOH)„CHOHCOOH 

[0056] where R is usually H or alkyl group; and n is an 
integer from 1-6. The aldonic acids may exist as stereoiso- 
mers as D, L and DL, or R, S and RS forms. Many aldonic 
acids form intramolecular lactones by the removal of one 
mole of water between the carboxyl group and one hydroxyl 
group. 

[0057] Representative aldonic acids can be selected from 
the group 2,3-dihydroxypropanoic acid (glyceric acid), 2,3, 
4-trihydroxybutanoic acids (stereoisomers; erythronic acid 
and erythronolactone, threonic acid and threonolactone), 
2,3,4,5-tetrahydroxypentanoic acids (stereoisomers; ribonic 
acid and ribonolactone, arabinoic acid and arabinolactone, 
xy Ionic acid and xylonolactone, lyxonic acid and lyxono- 
lactone), 2,3,4,5,6-pentahydroxyhexanoic acids (stereoiso- 
mers; allonic acid and allonolactone, altronic acid and 
altronolactone, gluconic acid and gluconolactone, mannoic 
acid and mannolactone, gulonic acid and gulonolactone, 
idonic acid and idonolactone, galactonic acid and galactono- 
lactone, talonic acid and talonolactone), 2,3,4,5, 6,7-hexahy- 
droxyheptanoic acids (stereoisomers; alloheptonic acid and 
alloheptonolactone, altroheptonic acid and altroheptonolac- 
tone, glucoheptonic acid and glucoheptonolactone, manno- 
heptonic acid and mannoheptonolactone, guloheptonic acid 
and guloheptonolactone, idoheptonic acid and idoheptono- 
lactone, galactoheptonic acid and galactoheptonolactone, 
taloheptonic acid and taloheptonolactone), and mixtures 
thereof. 

[0058] (b) Aldaric Acid 

[0059] Aldaric acid typically has multiple hydroxyl 
groups attached to the carbon chain surrounded by two 
carboxyl groups. Many aldaric acids exist as lactones, such 
as glucarolactone. The generic structure is represented by 

the following formula: 

HOOC(CHOH)„CHOHCOOH 

[0060] where n is an integer from 1-4. The aldaric acids 
may exist as stereoisomers as D, L and DL, or R, S and RS 
forms. Many aldaric acids form intramolecular lactones by 
the removal of one mole of water between one carboxyl 
group and one hydroxyl group. 

[0061] Representative aldaric acids can be selected from 
the group consisting of 2,3-dihydroxybutane-l,4-dioic acids 
(stereoisomers; erythraric acid and threaric acid, also known 
as tartaric acid), 2,3,4-trihydroxypentane-l,5-dioic acids 
(stereoisomers; ribaric acid and ribarolactone, arabaric acid 
and arabarolactone, xylaric acid and xylarolactone, lyxaric 
acid and lyxarolactone), 2,3,4,5-tetrahydroxyhexane-l,6- 
dioic acids (stereoisomers; allaric acid and allarolactone. 



altraric acid and altrarolactone, glucaric acid and glucaro- 
lactone, mannaric acid and mannarolactone, gularic acid and 
gularolactone, idaric acid and idarolactone, galactaric acid 
and galactarolactone, talaric acid and talarolactone), 2,3,4, 
5,6-pentahydroxyheptane-l,7-dioic acids (stereoisomers; 
alloheptaric acid and alloheptarolactone, altroheptaric acid 
and altroheptarolactone, glucoheptaric acid and glucohep- 
tarolactone, mannoheptaric acid and mannoheptarolactone, 
guloheptaric acid and guloheptarolactone, idoheptaric acid 
and idoheptarolactone, galactoheptaric acid and galactohep- 
tarolactone, taloheptaric acid and taloheptarolactone), and 
mixtures thereof. 

[0062] (c) Alduronic Acid 

[0063] Alduronic acid preferably is obtained from a car- 
bohydrate, aldose, by oxidation of the terminal carbon to a 
carboxyl group, and the carbon one position remains as an 
aldehyde group, such as glucuronic acid from glucose. 
Similar to aldonic acid and aldaric acid, alduronic acid also 
has multiple hydroxyl groups attached to the carbon chain 
between two functional groups, one aldehyde and one car- 
boxyl groups in this case. Many alduronic acids exist as 
lactones, such as glucuronolactone from glucuronic acid. 
The generic structure is represented by the following for- 
mula: 

HOOC(CHOir)„CHOHCHO 

[0064] where n is an integer from 1-4. The alduronic acids 
may exist as stereoisomers as D, L and DL, or R, S and RS 
forms. Many alduronic acids can form intramolecular lac- 
tones by the removal of one mole of water between the 
carboxyl group and one hydroxyl group. 

[0065] Representative alduronic acids can be selected 
from the group consisting of erythruronic acid, threuronic 
acid, riburonic acid and riburonolactone, araburonic acid 
and araburonolactone, xyluronic acid and xyluronolactone, 
lyxuronic acid and lyxuronolactone, aUuronic acid and allu- 
ronolactone, altruronic acid and altruronolactone, glucu- 
ronic acid and glucuronolactone, mannuronic acid and man- 
nuronolactone, guluronic acid and guluronolactone, iduronic 
acid and iduronolactone, galacturonic acid and galacturono- 
lactone, taluronic acid and taluro no lactone, alio hep turonic 
acid and aUohepturonolactone, altrohepturonic acid and 
altrohepturonolactone, glucohepturonic acid and glucohep- 
turonolactone, mannohepturonic acid and mannohepturono- 
lactone, gulohepturonic acid and gulohepturonolactone, 
idohepturonic acid and idohepturonolactone, galactoheptu- 
ronic acid and galactohepturonolactone, talohepturonic acid 
and talohepturonolactone, and mixtures thereof. 

[0066] 4. Aldobionic Acids (ABAs) 

[0067] ABAs are also known as bionic acids, and typically 

consist of one monosaccharide chemically linked through an 
ether bond to an aldonic acid. The ABA also may be 
described as an oxidized form of a disaccharide or dimeric 
carbohydrate, such as lactob ionic acid from lactose. In most 
ABAs, the carbon at position one of the monosaccharide is 
chemically linked to a hydroxyl group at different position 
of the aldonic acid. Therefore, different ABAs or stereoiso- 
mers can be formed from two identical monosaccharides and 
aldonic acids. Similar to PHAs, ABAs have multiple 
hydroxyl groups attached to carbon chains. ABAs may be 
represented by the following generic formula: 

H(CHOH)^(CHOR)(CHOH)„COOH 
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[0068] where m and n are integers independently from 
0-7, and R is a monosaccharide. ABAs may exist as stere- 
oisomers as D, L and DL, or R, S and RS forms, and can 
form intramolecular lactones by the removal of one mole of 
water between the carboxyl group and one hydroxyl group. 
Chemical structures of most ABAs are more complicated 
than the above generic formula. Accordingly, the ABAs 
useful in forming the molecular complex of the invention 
will be described by reference to their chemical names. 

[0069] Suitable ABAs useful in embodiments of the 
invention may be selected from the group consisting of 
lactobionic acid and lactobionolactone from lactose, isolac- 
tobionic acid and isolactobionolactone from isolactose, mal- 
tobionic acid and maltobionolactone from maltose, isoma- 
Itobionic acid and isomaltobionolactone from isomaltose, 
cellobionic acid and cellobionolactone from cellobiose, gen- 
tiobionic acid and gentiobionolactone from gentiobiose, 
kojibionic acid and kojibionolactone from kojibiose, lami- 
naribionic acid and laminaribionolactone from laminari- 
biose, melibionic acid and melibionolactone from melibiose, 
nigerobionic acid and nigerobionolactone from nigerose, 
rutinobionic acid and rutinobionolactone from rutinose, 
sophorobionic acid and sophorobionolactone from 
sophorose, and mixtures thereof. 

[0070] Preferred hydroxacids, polyhydroxyacids, and lac- 
tones, or combinations thereof, include glycolic acid, lactic 
acid, gluconic acid, gluco no lactone, ribonic acid, ribonolac- 
tone, galactonic acid, galactonolactone, glucoheptonic acid, 
glucoheptonolactone, glucuronic acid, glucuronolactone, 
galacturonic acid, galacturonolactone, glucaric acid, glu- 
carolactone, galactaric acid, galactarolactone, lactobionic 
acid and maltobionic acid. 

[0071] 5. Related Acids 

[0072] The related acids are those hydroxyacids in which 
the hydroxyl group is at any carbon position other than the 
alpha position, or the hydroxyl group is replaced by a keto 
group, or other miscellaneous organic hydroxycarboxylic 
acids which are not readily represented by a generic struc- 
ture. For convenience this group of compounds is subdi- 
vided into (1) alpha keto acids, (2) miscellaneous com- 
pounds, and (3) oligomers and polymers of hydroxyacids. 

[0073] (a) Alpha Ketoacids 

[0074] Ketoacids are related to hydroxyacids in that the 
hydroxyl group is replaced by the keto group. Although the 
keto group can be at any position other than the terminal 
ends, the preferred one is an alpha ketoacid. For example 
pyruvic acid, an alpha ketoacid is related to lactic acid in that 
the hydroxyl group of lactic acid is substituted by a keto 
group. In the skin, lactate dehydrogenase enzyme converts 
pyruvate to lactate and vice visa. The ketoacids have been 
found to have similar therapeutic effects as that of alpha 
hydroxyacids. The generic structure of alpha ketoacids may 
be represented as follows: 

(Ra)COCOOH 

[0075] wherein Ra is H, alkyl, aralkyl or aryl group of 
saturated or unsaturated, isomeric or non-isomeric, straight 
or branched chain or cyclic form, having 1 to 25 carbon 
atoms, and in addition Ra may carry F, CI, Br, I, OH, CHO, 
COOH and alkoxyl group having 1 to 9 carbon atoms. The 
typical alkyl, aralkyl, aryl and alkoxyl groups for Ra include 



methyl, ethyl, propyl, isopropyl, butyl, pentyl, octyl, lauryl, 
stearyl, benzyl, phenyl, methoxyl and ethoxyl. 

[0076] Representative alpha ketoacids that may be useful 
for forming the molecular complex of the invention are 
listed below: 2-ketoethanoic acid (glyoxylic acid), 2-keto- 
propanoic acid (pyruvic acid), 2-phenyl-2-ketoethanoic acid 
(benzoylformic acid), 3-phenyl-2-ketopropanoic acid (phe- 
nylpyruvic acid), 2-ketobutanoic acid, 2-ketopentanoic acid, 
2-ketohexanoic acid, 2-ketoheptanoic acid, 2-ketooctanoic 
acid and 2-ketododecanoic acid. 

[0077] (b) Miscellaneous Hydroxyacids 

[0078] These hydroxyacids have similar therapeutic 
effects as that of alpha hydroxyacids but their chemical 
structures are not readily represented by the foregoing 
generic structures. These compounds are listed as follows: 
agaricic acid, aleuritic acid, citramalic acid, glucosaminic 
acid, galactosaminic acid, 2-keto-gulonic acid and 2-keto- 
gulonolactone, mannosaminic acid, mevalonic acid and 
mevalonolactone, pantoic acid and pantolactone, quinic acid 
(1,3,4,5-tetrahydroxycyclohexanecarboxylic acid), piscidic 
acid (4-hydroxybenzyltartaric acid), ascorbic acid (3-oxo- 
L-gulofuranolactone), Isoascorbic acid (D-erythro-hex-2- 
enonic acidr-lactone), 2-hexulosonic acids (isomers; ara- 
bino-2-hexulosonicacid, xylo -2-hexulosonic acid, ribo-2- 
hexulosonic acid, lyxo-2-hexulosonic acid), 5-hexulosonic 
acids (isomers; arabino-5-hexulosonic acid, xylo-5-hexu- 
losonic acid, ribo-5-hexulosonic acid, lyxo-5-hexulosonic 
acid). 

[0079] (c) Oligomers of Hydroxyacids 

[0080] When two or more molecules of hydroxyacids 
either identical or non-identical are reacted chemically to 
each other, oligomers are formed. The chemical bond is 
usually an ester bond formed from the carboxyl group of one 
monomer and the hydroxyl group of a second monomer by 
eliminating a water molecule. In general, oligomers consist 
of 2 to 10 monomers of hydroxyacids. The oligomers may 
be cyclic or non-cyclic form or a mixture of the two. The 
generic structure of oligomers of hydroxyacids may be 
described as follows. 

(AHA)^-n(H20) 

[0081] wherein, AHA is a hydroxyacid described above, 
m=2-10, with a preferred number of 2-4, and n=m~^. AHA 
in each monomer may be identical or not identical. For 
example, glycolyl glycolate, glycolyl lactate, lactyl lactate 
and lactyl glycolate. Representative oligomers of AHA are 
listed below: glycolyl glycolate, lactyl lactate, citryl citrate, 
glycoly citrate, citryl glycolate, lactyl citrate, citryl lactate, 
malyl malate, malyl glycolate, tartaryl tartrate, tartaryl gly- 
colate, glycolyl tartrate, glycolyl glycoly glycolate, lactyl 
lactyl lactate, and other AHA oligomers. It is preferred that 
the molecular weight of the polymeric hydroxyacid be 
within the range of from about 50 to about 1000. 

[0082] Because the molecular complex should be effective 
in permitting the release of the drug through the skin, it is 
preferred that the molecular weight of the hydroxyacid, or 
polyhydroxyacid, or related acid, or lactone form thereof be 
within the range of from about 50 to about 1000. It is more 
preferred that the molecular weight be within the range of 
from about 60 to about 700, and most preferred within the 
range of from about 70 to about 500. 
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[0083] The molecular complex formed from an alkaline 
drug and a hydroxyacid or polyhydroxy acid has been found 
to provide optimal bioavailability for topical treatment of 
various dermatological indications. A therapeutic molecular 
complex can also be formed between an alkaline drug and 
N-acetylamino acid. Typical N-acetylamino acids are 
described in U.S. Pat. No. 6,159,485, the disclosure of which 
is incorporated by reference herein in its entirety. Represen- 
tative N-acetylamino acids include N-acetyl-L-proline, 
N-acetyl-L-glutamine, N-acetyl-L-cysteine and N-acetyl- 
glycine. 

[0084] The beneficial effects of forming the molecular 
complexes of various embodiments of the invention are 
readily apparent when considering, for example, that a 2% 
miconazole nitrate formulation is not therapeutically effec- 
tive for topical treatment of fungal infections of nails. In 
contrast, a 1-2% miconazole molecular complex with gly- 
colic acid has been found to be therapeutically effective for 
the topical treatment of nails with fungal infections. In a 
similar fashion, diphenhydramine hydrochloride (2% for- 
mulation) is not therapeutically effective for topical treat- 
ment of skin itch, but a 2% diphenhydramine molecular 
complex with gluconolactone has been found to be topically 
effective for eradication of skin itch. These unexpected and 
surprising results can be realized with molecular complexes 
of other alkaline pharmaceutical drugs. 

[0085] The molecular complex composition also may 
preferably contain other pharmaceutical or topical agents to 
further expand the utilities for maximal therapeutic effica- 
cies, such as in combination with N-acetylamino sugars as 

disclosed in U.S. Pat. No. 6,159,485, the disclosure of which 
is incorporated by reference herein in its entirety. Suitable 
pharmaceutical and other topical agents that may be incor- 
porated into embodiments of the molecular complex com- 
positions of the invention include: those that improve or 
eradicate age spots, keratoses and wrinkles; local analgesics 
and anesthetics; antiacne agents; antibacterials; antiyeast 
agents; antifungal agents; antiviral agents; antidandruff 
agents; antidermatitis agents; antihistamine agents; antipru- 
ritic agents; antiemetics; antimotionsickness agents; antiin- 
flammatory agents; antihyperkeratolytic agents; antiperspi- 
rants; antipsoriatic agents; antiseborrheic agents; hair 
conditioners and hair treatment agents; antiaging and anti- 
wrinkle agents; sunblock and sunscreen agents; skin light- 
ening agents; depigmenting agents; vitamins; corticoster- 
oids; tanning agents; humectants; hormones; retinoids; gum 
disease or oral care agents; topical cardiovascular agents; 
corn, caUus and wart removing agents; dipilating agents, and 
mixtures and combinations thereof. 

[0086] Other useful pharmaceutical and other topical 
agents that can be included in embodiments of the molecular 
complex compositions of the invention include those 
selected from the group consisting of aclovate, acyclovir, 
acetylsalicylic acid, adapalene, aluminum acetate, alumi- 
num chloride, aluminum hydroxide, aluminum chlorohy- 
droxide, aminobenzoic acid (PABA), aminocaproic acid, 
aminosalicyHc acid, anthraHn, ascorbic acid, ascoryl pali- 
mate, azelaic acid, bacitracin, bemegride, beclomethasone 
dipropionate, benzophenone, benzoyl peroxide, betametha- 
sone dipropionate, betamethasone valerate, calcipotriene, 
camphor, capsaicin, carbamide peroxide, chitosan, 
chloroxylenol, ciclopirox, clobetasol propionate, coal tar, 
dehydroepiandrosterone, desoximetasone, dexamethasone. 



estradiol, ethinyl estradiol, fluocinonide, fluocinolone 
acetonide, 5-fluorouracil, griseofulvin, hexylresorcinol, 
homosalate, hydrocortisone, hydrocortisone 21-acetate, 
hydrocortisone 17-valerate, hydrocortisone 17-butyrate, 
hydrogen peroxide, hydroquinone, hydroquinone monoet- 
her, hydroxyzine, ibuprofen, indomethacin, kojic acid, men- 
thol, methyl nicotinate, methyl salicylate, monobenzone, 
naproxen, octyl methoxycinnamate, octyl saHcylate, oxy- 
benzone, padimate O, permethrin, phenol, piperonyl butox- 
ide, povidone iodine, resorcinol, retinal, 13-cis retinoic acid, 
retinoic acid, retinol, retinyl acetate, retinyl palmitate, sali- 
cylamide, salicylic acid, selenium sulfide, shale tar, sulfur, 
triamcinolone di acetate, triamcinolone acetonide, triamcino- 
lone hexacetonide, triclosan, undecylenic acid, urea, vitamin 
E acetate, wood tar, zinc pyrithione, N-acetyl-prolinamide, 
N-acetyl-lysine, N-acetyl-ornithine, N-acetyl-glucosamine, 
and mixtures thereof. 

[0087] The present inventors also have discovered that 
compositions comprising a molecular complex of preferred 
embodiments of the present invention are topically effective 
for the general care of skin, hair and nail; nasal, oral and 

vaginal mucosa. The compositions are useful in a variety of 
methods, including: treatment, healing and prevention of 
cosmetic conditions and dermatological indications, as well 
as cosmetic and clinical signs of changes associated with 
intrinsic or extrinsic aging; the damages caused by extrinsic 
factors such as sunlight, air pollution, wind, cold, dampness, 
heat, chemicals, smoke, cigarette smoking, and radiations 
including electromagnetic radiations and ionizing radia- 
tions. The compositions also are useful for reducing and 
soothing mucosa and skin erythema, inflammation or reac- 
tion caused by internal or external factors. 

[0088] General cosmetic conditions and dermatological 
indications that can be treated using the molecular com- 
plexes of various embodiments of the invention include: 
disturbed keratinization, inflammation, defective syntheses 
of dermal components, and changes associated with intrinsic 
and extrinsic aging of skin, nail and hair. Particular condi- 
tions and indications include: dryness or looseness of skin, 
nail and hair; xerosis; ichthyosis; palmar and plantar hyper- 
keratoses; uneven and rough surface of skin, nail and hair; 
dandruff; Darier's disease; lichen simplex chronicus; kera- 
toses; acne; pseudofolHcuHtis barbae; dermatoses; eczema; 
psoriasis; pruritus; warts; herpes; age spots; lentigines; 
melasmas; blemished skin; hyperkeratoses; hyperpigmented 
or hypopigmented skin; abnormal or diminished syntheses 
of collagen, glycosaminoglycans, proteoglycans and elastin 
as weU as diminished levels of such components in the 
dermis; stretch marks; skin fines; fine fines; wrinkles; thin- 
ning of skin, nail plate and hair; skin thickening due to 
elastosis of photo aging, loss or reduction of skin, nail and 
hair resifiency, elasticity and recoilabifity; lack of skin, nail 
and hair lubticants and luster; duU and older-looking skin, 
nail and hair; fragility and spfitting of nail and hair, or used 
as to lighten the skin. 

[0089] Specific skin changes associated with aging 
include, but are not fimited to, progressive thinning of skin, 
fragile skin, deepening of skin lines and fine fines, wrinkles 
including fine and coarse wrinkles, lusterless sldn surface, 
coarse and uneven skin, loss of skin elasticity and recoil- 
abifity, blemished and leathery skin, loss of skin lubricating 
substances, increased numbers of blotches and mottles, 
nodules, pre-cancerous lesions, pigmented spots and mottled 
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skin, changes in qualities and quantities of collagen and 
elastic fibers, solar elastosis, decrease in collagen fibers, 
diminution in the number and diameter of elastic fibers in the 
papillary dermis, atrophy of the dermis, stretch marks, 
reduction in subcutaneous adipose tissue and deposition of 
abnormal elastic materials in the upper dermis, yellowing 
skin, telangiectatic skin and older-looking skin. 

[0090] A particularly preferred process for forming the 
molecular complex of the invention includes dissolving an 
alkaline pharmaceutical drug (0.1 mole in salt form) together 
with a sufficient amount of water (e.g., about 50 ml given the 
amount of drug). After dissolution, about 5N sodium 
hydroxide (20 ml) can be added slowly with stirring while 
the reaction flask is cooled extemaUy in an ice-water bath. 
The free base of the drug is formed instantly and is usually 
separated as a precipitate or an oily product. The precipitate 
then can be isolated by filtration and washed with water and 
dried. The oily product can be isolated and washed with 
water using a separate ry funnel. 

[0091] To prepare a typical molecular complex composi- 
tion, the above free base drug (0.1 mole) isolated as a 
precipitate or oily liquid then preferably is suspended in 
water (e.g., about 50 ml) and a hydroxy acid or polyhydroxy 
acid is added with stirring. Alternatively, other solvents such 
as ethanol, propylene glycol, butylene glycol, etc may be 
added to the water solution before or after the formation of 
the molecular complex. The formation of the molecular 
complex is evidenced by a decrease of the pH, and the 
reaction is completed as shown by no more change in the 
pH. The concentration of hydroxy acid or polyhydroxy acid 
or lactone may vary anjrwhere from about 0.1 to about 40 
moles, preferably from about 0.5 to about 5 moles, per one 
mole of alkaline drug. The final pH of a composition 
containing a molecular complex may range from about 2.0 
to about 7.0, with a preferred pH within the range of from 
about 3.0 to about 5.0. 

[0092] To prepare a synergistic or synergetic composition, 
a pharmaceutical or other topical agent can be added directly 
or first dissolved in water or other solvent and then added 
into a composition containing a molecular complex of an 
embodiment of the invention. Other forms of compositions 
such as a solution, lotion, cream, ointment, gel etc. for 
topical delivery of the molecular complex containing an 
alkaline drug and a hydroxyacid or polyhydroxy acid or 
lactone of the instant invention can readily be prepared or 
formulated by those skilled in the art, using the guidelines 
provided herein. 

[0093] The concentration of the alkaline pharmaceutical 
drug may range anywhere from 0.01 to 99.9%, with pre- 
ferred concentration of from about 0.1 to 50% and with more 
preferred concentration of from about 1 to 25% by weight of 
the total composition. Other advantageous concentration 
ranges provide a concentration of at least 3%, 4% or 5% of 
the alkaline pharmaceutical drug. Higher concentrations of 
an alkaline pharmaceutical drug in the ranges of 40%, 50%, 
60% or more also can be employed, depending on the 
desired end use. Thus, acceptable ranges of an alkaline 
pharmaceutical drug will be from about 1%, 2%, 3%, 4% or 
5% at the minimum, to about 95% at maximum, and within 
that range will be ranges of from about 1% to about 5%, 
from about 5% to about 10%, from about 10% to about 20%, 
from about 20% to about 40%, from about 40% to about 



60%, from about 60% to about 80%, from about 80% to 
about 95%. These weights are based on the weight of the 
total composition. 

[0094] The concentration of the hydroxyacid, polyhy- 
droxy acid, related acid, or lactone forms of these acids, or 
combinations thereof, (collectively referred to as ''hydroxy- 
acid" in this paragraph) may range from 0.01 to 99.9%. 
Advantageous concentrations will comprise at least 0.2% 
hydroxyacid, and typically at least about 1% or 2% of 
hydroxyacid. Other advantageous concentration ranges pro- 
vide at least being at least 3%, 4% or 5% of a hydroxyacid. 
Higher concentrations of a hydroxyacid in the ranges of 
40%, 50%, 60% or more also can be employed. Thus, typical 
ranges of a hydroxyacid will be from about 1%, 2%, 3%, 4% 
or 5% at the minimum to 99.9% at maximum, and within 
that range will be ranges of from about 5% to about 10%, 
from about 10% to about 20%, from about 20% to about 
40%, from about 40% to about 60%, from about 60% to 
about 80%, from about 80% to about 99.9%. These weights 
are based on the weight of the total composition. 

[0095] To prepare a topical composition in lotion, cream 
or ointment form, the above aqueous mixture containing the 
molecular complex preferably is mixed in a conventional 
manner with a commonly available lotion, cream or oint- 
ment base. A topical composition of the instant invention 
may also be formulated in a gel form. A typical gel com- 
position can be prepared by the addition of a gelling agent 
such as methyl cellulose, ethyl cellulose, hydroxyethylcel- 
lulose, hydroxypropylcellulose, hydro xypropylmethylcellu- 
lose, carbomer or ammonium glycyrrhizate to a solution 
mixture containing the molecular complex. The preferred 
concentration of the gelling agent may range from 0.1 to 4 
percent by weight of the total composition. 

[0096] The following are illustrative examples of formu- 
lations and test results, and are not Hmiting. Therefore, any 
of the aforementioned alkaline drugs, hydroxyacids and 
polyhydroxy acids and lactones can be substituted according 
to the teachings of this invention in the following examples. 

EXAMPLE 1 

[0097] A typical process to convert a pharmaceutical drug 
from its salt form to a free base form is described as follows. 
Diphenhydramine hydrochloride 29 g (0.1 mole) was dis- 
solved in water (50 ml) and 5N sodium hydroxide (20 ml) 
was slowly added to generate diphenhydramine as a free 
base as shown by the formation of oily precipitates and the 
change from pH 5.5 to 9.4. Gluconolactone 18 g (0.1 mole) 
was added to form a molecular complex between the diphen- 
hydramine free base and gluconic acid/gluconolactone as 
shown by the disappearance of the oily precipitates and the 
change from pH 9.4 to 7.4. The formation of the molecular 
complex was completed as indicated by no more change in 
pH of the solution. The solution thus obtained contained 0.1 
mole diphenhydramine in molecular complex with 0.1 mole 
gluconic acid/gluconolactone. This concentrated stock solu- 
tion was used for various forms of topical formulations 
including oil-in-water creams, lotions, gels and solutions. 

EXAMPLE 2 

[0098] An alternative method of forming the molecular 
complex is to use ammonium hydroxide instead of sodium 
hydroxide as follows. Diphenhydramine hydrochloride 29 g 
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(0.1 mole) was dissolved in water 50 ml and concentrated 
ammonium hydroxide 6.9 ml (0.1 mole) was slowly added 
to generate diphenhydramine as a free base as shown by the 
formation of oily precipitates and the change from pH 5.5 to 
8.0. Gluconolactone 18 g (0.1 mole) was added to form a 
molecular complex between diphenhydramine as a free base 
and gluconic acid/gluconolactone as shown by the disap- 
pearance of the oily precipitates and the change from pH 8.0 
to 4.8. The formation of the molecular complex was com- 
pleted as indicated by no more change in pH of the solution. 
The solution thus obtained contained 0.1 mole diphenhy- 
dramine in molecular complex with 0.1 mole gluconic 
acid/gluconolactone. This concentrated stock solution was 
used for various forms of topical formulations including 
creams, lotions, gels and solutions. 

EXAMPLE 3 

[0099] The molar ratio of the molecular complex may be 
changed from 1:1 to 1:2 by carrying out the following. 
Diphenhydramine hydrochloride 29 g (0.1 mole) was dis- 
solved in water 50 ml and concentrated ammonium hydrox- 
ide 6.9 ml (0.1 mole) was slowly added to generate diphen- 
hydramine as a free base as shown by the formation of oily 
precipitates and a change from pH 5.5 to 8.0. Gluconolac- 
tone 36 g (0.2 mole) then was added to form a molecular 
complex between the diphenhydramine free base and glu- 
conic acid/gluconolactone as shown by the disappearance of 
the oily precipitates and a change from pH 8.0 to 3.2. The 
formation of molecular complex was completed as indicated 
by no more change in pH of the solution. The solution thus 
obtained contained 0.1 mole diphenhydramine in molecular 
complex with 0.2 mole gluconic acid/gluconolactone. This 
concentrated stock solution was used for various forms of 
topical formulations including solutions, lotions, creams and 
gels. 

EXAMPLE 4 

[0100] The molecular complex of diphenhydramine and 
gluconic acid/gluconolactone obtained from Example 1, 2, 
or 3 was mixed with an oil-in-water base to form a cream 
containing 2% of the active ingredient. A male subject, age 
71, with chronic nummular eczema and pruritic dry skin 
topically appHed the above 2% diphenhydramine cream 
containing molecular complex 1:1 or 1:2 ratio to itchy skin 
areas of eczema and dry skin lesions. A few minutes after the 
topical application, the itch disappeared completely and the 
lesions remained free of itch for the next 8 hours. 

EXAMPLE 5 

[0101] For alternative treatment of eczema and other der- 
matoses, hydrocortisone 17-valerate (0.2 g) first was dis- 
solved in warm propylene glycol 20 ml, and the solution 
thus obtained was mixed with 79.8 g of molecular complex 
containing 2 g of diphenhydramine and 2.4 g of gluconic 
acid/gluconolactone in oil-in-water cream. The synergetic 
composition thus formulated contained 0.2% hydrocortisone 
17-valerate, 2% diphenhydramine, and 2.4% gluconic acid/ 
gluconolactone, and was therapeutically effective for topical 
treatment to eradicate itch and improve eczematous or 
psoriatic lesions. 

EXAMPLE 6 

[0102] Clotrimazole is commercially available as a free 
base powder, but it is chemically unstable in a solution or 



formulation for shelf storage due to air oxidation. A molecu- 
lar complex composition can be formulated as follows. 

[0103] Clotrimazole 2 g (5.8 mmole) was dissolved in 84 
ml solution prepared from water (40 parts), ethanol (40 
parts), and propylene glycol (20 parts), each part by volume. 
Gly colic acid, as a 70% aqueous solution, (14 ml- 162.5 
mmole) was added slowly to form a molecular complex as 
shown by a change of pH to 2.2. The molecular complex 
thus prepared contained 2% clotrimazole and 12% glycolic 
acid in solution form. 

[0104] A male subject, age 64, having fungal infections on 
the left great toe nail for several months topically applied the 
above molecular complex once daily on the infected nail 
plate. After 8 months of topical treatment, there was no 
clinical signs of fungal infections and the nail grew to the 
normal length. This result reveals that the molecular com- 
plex formed between clotrimazole and glycolic acid is 
therapeutically effective for topical treatment of fungal 
infections. 

EXAMPLE 7 

[0105] Clotrimazole 2 g (5.8 mmole) was dissolved in 93 
ml solution prepared from water (40 parts), ethanol (40 
parts), and propylene glycol (20 parts), each part by volume. 
N-Acetyl-L-proline 5 g (32 mmole) was added slowly to 
form a molecular complex as indicated by a change of pH to 
3.8. The solution thus obtained contained a molecular com- 
plex formed between 2% clotrimazole and 5% N-acetyl-L- 
proline that is useful for fiingal infections of skin and nails. 

EXAMPLE 8 

[0106] Miconazole nitrate 47.9 g (0.1 mole) was sus- 
pended in water (50 ml), ethanol (50 ml), propylene glycol 
(50 ml), and 2N sodium hydroxide 50 ml (0.1 mole) was 
added with stirring. A sticky solid was initially formed from 
the mixture and became white crystals after continued 
stirring. The mixture was filtered and the white crystals were 
washed with water and dried. Miconazole free base, 42 g 
(0.1 mole) thus isolated, was used for the following prepa- 
ration of a molecular complex. 

[0107] Miconazole free base 8.2 g (0.02 mole) was dis- 
solved in ethanol (230 ml), propylene glycol (190 ml) and 
water (70.3 ml). Glycolic acid 1.5 g (0.02 mole) was added 
with stirring to form a molecular complex as shown by 
decreasing pH of the mixture. The formation of the molecu- 
lar complex was complete when the pH did not change 
further. The antifungal formulation thus prepared with pH 
4.4 contained 1.6% miconazole and 0.3% glycoHc acid in a 
molecular complex. 

EXAMPLE 9 

[0108] Metronidazole 0.75 g (4.4 mmole) was dissolved in 
89.25 ml solution prepared from water (40 parts), ethanol 
(40 parts) and propylene glycol (20 parts), each part by 
volume. Gluconic acid 50% in water solution, 10 g (25.5 
mmole) was added slowly to form a molecular complex 
between metronidazole and gluconic acid as shown by a 
change of pH to 2.4. The composition thus obtained con- 
tained a molecular complex formed between 0.75% metron- 
idazole and 5% gluconic acid, and was therapeutically 
effective for topical treatment of acne and rosacea. Alterna- 
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lively, a gel composition was readily formulated by the 
addition of a gelling agent such as methyl cellulose or ethyl 
cellulose at 1 to 2% concentration. 

EXAMPLE 10 

[0109] Metronidazole 2.25 g (13.2 mmole) was dissolved 
in 67.8 ml solution prepared from water (40 parts), ethanol 
(40 parts), and propylene glycol (20 parts), each part by 
volume. Gluconic acid 50% in water solution 30 g (76.5 
mmole) was added slowly to form a molecular complex 
between metronidazole and gluconic acid as shown by a 
change of pH to 2.1. The composition thus obtained con- 
tained a molecular complex formed between 2.25% metron- 
idazole and 15% gluconic acid, and was therapeutically 
effective for topical treatment of acne and rosacea. Alterna- 
tively, a cream composition was readily formulated by 
mixing the above solution with 2 parts of an oil-in -water 
emulsion. The cream thus obtained contained 0.75% met- 
ronidazole in molecular complex with 5% gluconic acid. 

EXAMPLE 11 

[0110] Metronidazole 1.71 g (10 mmole) was dissolved in 
94.5 ml solution prepared from water (40 parts), ethanol (40 
parts), and propylene glycol (20 parts), each part by volume. 
Glycolic acid 3.8 g (50 mmole) was added slowly to form a 
molecular complex between metronidazole and glycolic 
acid as shown by a change of pH to 2.3. The composition 
thus obtained contained a molecular complex formed 
between 1.7% metronidazole and 3.8% glycolic acid, and 
was therapeutically effective for topical treatment of acne 
and rosacea. Alternatively, a gel composition was readily 
formulated by the addition of a gelHng agent such as methyl 
cellulose or ethyl cellulose at 1 to 2% concentration. 

EXAMPLE 12 

[Gill] Fluoxetine hydrochloride known as Prozac is a 
psychotropic drug for oral administration. The following 
was a typical process to convert and incorporate an oral drug 
in capsule form into a composition comprising a molecular 
complex for topical administration. 

[0112] Fluoxetine hydrochloride (Prozac) powder 346 mg 
(1 mmole) from oral capsules, each containing 20 mg 
fluoxetine, was suspended in water 10 ml, and IN sodium 
hydroxide 1 ml (1 mmole) was slowly added to generate 
fluoxetine free base. Ethanol (10 ml) was added to dissolve 
fluoxetine base, and the mixture was filtered. The filtrate 
containing fluoxetine base had pH 9.1. This filtrate (16 ml) 
was used as a stock solution for the preparation of topical 
compositions comprising molecular complex as follows. 

[0113] Gluconolactone 178 mg (1 mmole) was added to 
the above stock solution (8 ml) that contained 155 mg (0.5 

mmole) fluoxetine base. The formation of a molecular 
complex between gluconolactone and fluoxetine was com- 
plete as shown by the pH of the solution changing from 9.1 
to 4.6. Propylene glycol (2 ml) was added. The topical 
composition thus prepared had pH 4.6 and contained 1.55% 
fluoxetine (0.5 mmole) in molecular complex with 1.78% 
gluconolactone (1 mmole). 

[0114] In another process, DL-lactic acid 88% in water, 
103 mg (90 mg lactic acid, 1 mmole) was added to the above 
stock solution 8 ml which contained 155 mg (0.5 mmole) 



fluoxetine base. The formation of a molecular complex 
between lactic acid and fluoxetine was complete as shown 
by the pH of the solution changing from 9.1 to 3.8. Propy- 
lene glycol (1 ml) was added and ethanol 1 ml was added to 
make the final volume to 10 ml. The topical composition 
thus prepared had pH 3.8 and contained 1.55% fluoxetine 
(0.5 mmole) in molecular complex with 0.9% DL-lactic acid 
(1 mmole). 

EXAMPLE 13 

[0115] Tadalafil hydrochloride known as Cialis is an oral 
treatment for erectile dysfunction. The following was a 
typical process to convert and incorporate an oral drug in 
tablet form into a composition comprising molecular com- 
plex for topical administration. 

[0116] Tadalafil hydrochloride (Cialis) powder 213 mg 
(0.5 mmole) from oral tablets, each containing 20 mg 
tadalafil, was suspended in water (18 ml), and IN sodium 
hydroxide 0.5 ml (0.5 mmole) was slowly added to generate 
tadalafil free base. Ethanol (18 ml) was added to dissolve 
tadalafil base and the mixture had pH 10.8. This mixture (36 
ml) was used as a stock solution for the preparation of 
topical compositions comprising molecular complex as fol- 
lows. 

[0117] Gluconolactone 178 mg (1 mmole) was added to 
the above stock solution (18 ml) that contained 97 mg (0.25 
mmole) tadalafil base. The formation of a molecular com- 
plex between gluconolactone and tadalafil was complete as 
shown by the pH of the solution changing from 10.8 to 4.7. 
Propylene glycol (2 ml) was added. The topical composition 
thus prepared had pH 4.7 and contained 0.485% tadalafil 
(0.25 mmole) in molecular complex with 0.89% glucono- 
lactone (1 mmole). 

[0118] In another process, glycolic acid 76 mg (1 mmole) 
was added to the above stock solution (18 ml) that contained 
97 mg (0.25 mmole) tadalafil base. The formation of a 
molecular complex between glycolic acid and tadalafil was 
complete as shown by the pH of the solution changing from 
10.8 to 3.7. Propylene glycol 2 ml was added. The topical 
composition thus prepared had pH 3.7 and contained 
0.485% tadalafil (0.25 mmole) in molecular complex with 
0.38% glycolic acid (1 mmole). 

EXAMPLE 14 

[0119] Vardenafil hydrochloride known as Levitra is an 
oral treatment for erectile dysfunction. The following was 
another example to convert and incorporate an oral drug in 
tablet form into a composition comprising molecular com- 
plex for topical administration. 

[0120] Vardenafil hydrochloride (Levitra) powder 308 mg 
(0.5 mmole) from oral tablets, each containing 20 mg 

vardenafil, was suspended in water 10 ml, and IN sodium 
hydroxide 0.5 ml (0.5 mmole) was slowly added to generate 
vardenafil free base. Ethanol 1 (0 ml) was added to dissolve 
vardenafil base, and the mixture had pH 8.9. This mixture 
(20 ml) was used as a stock solution for the preparation of 
topical compositions comprising molecular complex as fol- 
lows. 

[0121] DL-Lactic acid 88% in water, 103 mg (90 mg lactic 
acid, 1 mmole) was added to the above stock solution (10 
ml) that contained 145 mg (0.25 mmole) vardenafil base. 



us 2005/0196418 Al 



12 



Sep. 8, 2005 



The formation of molecular complex between lactic acid and 
vardenafil was complete as shown by the pH of the solution 
changing from 8.9 to 3.9. The topical composition thus 
prepared had pH 3.9 and contained 1.45% (0.25 mmole) 
vardenafil in molecular complex with 0.9% DL-lactic acid 
(1 mmole). 

[0122] In another process, DL-mandelic acid 152 mg (1 
mmole) was added to the above stock solution (10 ml) that 
contained 145 mg (0.25 mmole) vardenafil base. The for- 
mation of molecular complex between mandelic acid and 
vardenafil was complete as shown by the pH of the solution 
changing from 8.9 to 4.0. The topical composition thus 
prepared had pH 4.0 and contained 1.45% (0.25 mmole) 
vardenafil in molecular complex with 1.52% DL-mandeKc 
acid (1 mmole). 

[0123] The invention has been described with reference to 
particularly preferred embodiments and examples. Those 
skilled in the art will appreciate that various modifications 
may be made to the invention without departing from the 
spirit and scope thereof. 

What is claimed is: 

1. A composition comprising a molecular complex formed 
between: 

an aUcaHne pharmaceutical drug; and 

at least one agent selected from the group consisting of a 
hydroxyacid, a polyhydroxy acid, a related acid, a 
lactone form of these acids, and mixtures thereof, 

wherein the alkaline pharmaceutical drug is selected from 
the group consisting of abacavir, adefovir dipivoxil, 
adenosine, alfuzosin, almo trip tan, amlodipine, 
anagreHde, anastrozole, apomorphine, aprepitant, arip- 
iprazole, atazanavir, atomoxetine, azathioprine, azelas- 
tine, azithromycin, benazepril, bendroflume thiazide, 
benzonatate, brimonidine, buprenorphine, butenafine, 
cabergoline, candesartan cilexetil, cefditoren pivoxil, 
cefepime, cefpodoxime proxetil, celecoxib, cetirizine, 
cevimeline, cilostazol, cinacalcet, ciprofloxacin, 
cladribine, clarithromycin, clomiphene, clopidogrel, 
cyclobenzaprine, cytarabine, dacarbazine, dalfopristin, 
dapsone, daptomycin, daunorubicin, deferoxamine, 
delavirdine, desloratadine, desmopressin, dexmeth- 
ylphenidate, dexrazoxane, dextroamphetamine, 
didanosine, diltiazem, dipyridamole, dofetilide, dolas- 
etron, donepezil, dorzolamide, doxorubicin, doxycy- 
cline, duloxetine, eflornithine, eletriptan, emtricitabine, 
enalapril, epirubicin, eptifibatide, escitalopram, 
esmolol, esomeprazole, estazolam, famciclovir, famo- 
tidine, felodipine, fexofenadine, flecainide, flucona- 
zole, flucytosine, formoterol, galantamine, gatifloxacin, 
gefitinib, gemcitabine, gemifloxacin, haloperidol, 
homatropine, hydrochlorothiazide, hydromorphone, 
hyoscy amine, idarubicin, imatinib, indinavir, irinote- 
can, itraconazole, ketotifen, lamivudine, lansoprazole, 
letrozole, leuproKde, levalbuterol, levofloxacin, lin- 
ezolid, loperamide, mebendazole, memantine, mercap- 
topurine, metformin, methylphenidate, midodrine, 
miglustat, mitoxantrone, moexiprilat, moxifloxacin, 
nalbuphine, nalmefene, nelfinavir, nevirapine, nicar- 
dipine, nimodipine, nisoldipine, nizatidine, octreotide, 
ofloxacin, olmesartan medoxomil, olopatadine, ome- 
prazole, oxybutynin, oxycodone, palonosetron, pemo- 



line, penciclovir, pentostatin, pentoxifylHne, pergoHde, 
pioglitazone, procarbazine, propafenone, pro- 
poxyphene, quinapril, quinupristin, ribavirin, rifampin, 
rifapentine, rifaximin, riluzole, rimantadine, rivastig- 
mine, rizatriptan, sibutr amine, sildenafil, streptomycin, 
sulfamethoxazole, sulfisoxazole, tadalafil, tegaserol, 
telithromycin, telmisartan, temozolomide, tenofovir 
disoproxil, terazosin, thiabendazole, thiothixene, tiaga- 
bine, tinidazole, tirofiban, tobramycin, tolterodine, tra- 
madol, trimethoprim, trimipramine, tromethamine, 
vardenafil, voriconazole, zafirlukast, zaleplon, zolmi- 
triptan, Zolpidem, and mixtures thereof. 

2. The composition as claimed in claim 1, wherein the 
hydroxyacid is an alkyl alpha hydroxyacid represented by 
the formula: 

RiR2C(OH)COOH 

wherein and R2 may be independently H or aUcyl 
group, and the alkyl alpha hydroxyacid may exist as 
stereoisomers as D, L and DL or R, S and RS forms 
when R^ and R2 are not identical. 

3. The composition as claimed in claim 2, wherein the 
alkyl group is selected from one or more of the group 
consisting of methyl, ethyl, propyl, isopropyl, butyl, pentyl, 
octyl, lauryl, stearyl, and mixtures thereof. 

4. The composition as claimed in claim 2, wherein the 
alkyl alpha hydroxyacid is selected from the group consist- 
ing of 2-hydroxyethanoic acid (glycolic acid), 2-hydrox- 
ypropanoic acid (lactic acid), 2-methyl-2-hydroxypropanoic 
acid (methyUactic acid), 2-hydroxybutanoic acid, 2-hy- 
droxypentanoic acid, 2-hydroxyhexanoic acid, 2-hydroxy- 
heptanoic acid, 2-hydroxyoctanoic acid, 2-hydroxye- 
icosanoic acid (alpha hydroxy arachidonic acid), 
2-hydroxytetraeicosanoic acid (cerebronic acid), 2-hydrox- 
ytetraeicosenoic acid (alpha hydroxynervonic acid), and 
mixtures thereof. 

5. The composition as claimed in claim 1, wherein the 
hydroxyacid is an aralkyl hydroxyacid represented by the 
following formula: 

RiR2C(OH)COOH 

wherein R-^ and R2 may be independently H, aryl, or 
aralkyl group, and the aralkyl hydroxyacid may exist as 
stereoisomers as D, L and DL or R, S and RS forms 
when R^ and R2 are not identical. 

6. The composition as claimed in claim 5, wherein the aryl 
group is selected from the group consisting of phenyl, 
diphenyl, biphenyl, naphthyl, and mixtures thereof. 

7. The composition as claimed in claim 5, wherein the 
aralkyl group is selected from the group consisting of 
phenylmethyl(benzyl), phenylethyl, phenylpropyl, diphe- 
nylmethyl, diphenylethyl, biphenylmethyl, naphthyknethyl 
group, and mixtures thereof. 

8. The composition as claimed in claim 5, wherein the 
aralkyl hydroxyacid is selected from the group consisting of 
2-phenyl-2-hydroxyethanoic acid (mandelic acid), 2,2- 
diphenyl-2-hydroxyethanoic acid (benzilic acid), 3-phenyl 
2-hydroxypropanoic acid (3-phenyllactic acid), 2-phenyl-2- 
methyl-2-hydroxyethanoic acid (atrolactic acid, 2-phenyl- 
lactic acid), and mixtures thereof. 

9. The composition as claimed in claim 1, wherein the 
hydroxyacid is a polycarboxyy alpha hydroxyacid repre- 
sented by the following formula: 

RiR2C(OH)COOH 
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where and R2 may be independently H, CO OH, 
CH2COOH or CHOHCOOH, and the polycarboxy 
AHAs may exist as stereoisomers as D, L and DL or R, 
S and RS forms when R^ and R2 are not identical. 

10. The composition as claimed in claim 9, wherein the 
polycarboxy alpha hydroxyacid is selected from the group 
consisting of 2-hydroxypropane-l,3-dioic acid (tartronic 
acid), 2-hydroxybutane-l,4-dioic acid (malic acid), 2,3- 
dihydroxybutane-l,4-dioic acid (tartaric acid), 2-hydroxy- 

2- carboxypentane-l,5-dioic acid (citric acid), isocitric acid, 
and mixtures thereof. 

11. The composition as claimed in claim 1, wherein the 
hydroxyacid is a beta hydroxyacid represented by the fol- 
lowing formula: 

RiR2C(OH)CHR3COOH 

where R-^, R2, R3 may be H, alkyl, aryl or aralkyl group, 
and where the beta hydroxyacid may exist as stereoi- 
somers as D, L and DL or R, S and RS forms when R-^ 
and R2 are not identical or R3 is not H. 

12. The composition as claimed in claim 11, wherein the 
beta hydroxyacid is selected from the group consisting of 

3- hydroxypropanoic acid ((j-hydroxypropanoic acid), 3-hy- 
droxybutanoic acid (p -hydroxy but anoic acid), 3-hydroxy- 
pentanoic acid, 3-hydroxy-2-phenylpropanoic acid (tropic 
acid), and mixtures and combinations thereof. 

13. The composition as claimed in claim 1, wherein the 
hydroxyacid is a polyhydroxy acid. 

14. The composition as claimed in claim 13, wherein the 
polyhydroxy acid is selected from the group consisting of 
aldonic acids, aldaric acids, alduronic acids, and mixtures 
thereof. 

15. The composition as claimed in claim 14, wherein the 
aldonic acid is represented by the following formula. 

R(CHOH)nCHOHCOOH 

where R is H or alkyl group, and n is an integer from 1-6, 
and where the aldonic acids may exist as stereoisomers 
as D, L and DL, or R, S and RS forms. 

16. The composition as claimed in claim 15, wherein the 
aldonic acid is selected from the group consisting of 2,3- 
dihydroxyprop anoic acid (glyceric acid), 2,3,4-trihydrox- 
ybutanoic acids (stereoisomers; erythronic acid and eryth- 
ronolactone, threonic acid and threonolactone), 2,3,4,5- 
tetrahydroxypentanoic acids (stereoisomers; ribonic acid 
and ribonolactone, arabinoic acid and arabinolactone, 
xy Ionic acid and xylonolactone, lyxonic acid and lyxono- 
lactone), 2,3,4,5,6-pentahydroxyhexanoic acids (stereoiso- 
mers; aUonic acid and allonolactone, altronic acid and 
altronolactone, gluconic acid and gluconolactone, mannoic 
acid and mannolactone, gulonic acid and gulonolactone, 
idonic acid and idonolactone, galactonic acid and galactono- 
lactone, talonic acid and talonolactone), 2,3,4,5,6,7-hexahy- 
droxyheptanoic acids (stereoisomers; alloheptonic acid and 
alloheptonolactone, altroheptonic acid and altroheptonolac- 
tone, glucoheptonic acid and glucoheptonolactone, manno- 
heptonic acid and mannoheptonolactone, guloheptonic acid 
and guloheptonolactone, idoheptonic acid and idoheptono- 
lactone, gal actohep tonic acid and galactoheptonolactone, 
taloheptonic acid and taloheptonolactone), and mixtures 
thereof. 

17. The composition as claimed in claim 14, wherein the 
aldaric acid is represented by the following formula: 

HOOC(CHOH)„CHOHCOOH 



where n is an integer from 1-4, and where the aldaric acids 
may exist as stereoisomers as D, L and DL, or R, S and 
RS forms. 

18. The composition as claimed in claim 17, wherein the 
aldaric acids is selected from the group consisting of 2,3- 
dihydroxybutane-l,4-dioic acids (stereoisomers; erythraric 
acid and threaric acid, also known as tartaric acid), 2,3,4- 
trihydroxypentane-l,5-dioic acids (stereoisomers; ribaric 
acid and ribarolactone, arabaric acid and arabarolactone, 
xylaric acid and xylarolactone, lyxaric acid and lyxarolac- 
tone), 2,3,4,5-tetrahydroxyhexane-l,6-dioic acids (stereoi- 
somers; allaric acid and allarolactone, altraric acid and 
altrarolactone, glucaric acid and glucarolactone, mannaric 
acid and mannarolactone, gularic acid and gularolactone, 
idaric acid and idarolactone, galactaric acid and galactaro- 
lactone, talaric acid and talarolactone), 2,3,4,5,6-pentahy- 
droxyheptane-l,7-dioic acids (stereoisomers; alloheptaric 
acid and alloheptarolactone, altroheptaric acid and altrohep- 
tarolactone, glucoheptaric acid and glucoheptarolactone, 
mannoheptaric acid and mannoheptarolactone, guloheptaric 
acid and guloheptarolactone, idoheptaric acid and idohep- 
tarolactone, galactoheptaric acid and galactoheptarolactone, 
taloheptaric acid and taloheptarolactone), and mixtures 
thereof. 

19. The composition as claimed in claim 14, wherein the 
alduronic acid is represented by the following formula: 

HOOC(CHOH)„CHOHCHO 

where n is an integer from 1-4, and where the alduronic 
acids may exist as stereoisomers as D, L and DL, or R, 
S and RS forms. 

20. The composition as claimed in claim 19, wherein the 
alduronic acid is selected from the group consisting of 
erythruronic acid, threuronic acid, riburonic acid and ribu- 
ronolactone, araburonic acid and araburonolactone, xylu- 
ronic acid and xyluronolactone, lyxuronic acid and lyxu- 
ronolactone, alluronic acid and alluronolactone, altruronic 
acid and altruronolactone, glucuronic acid and glucurono- 
lactone, mannuronic acid and mannuronolactone, guluronic 
acid and guluronolactone, iduronic acid and iduronolactone, 
galacturonic acid and galacturonolactone, taluronic acid and 
taluronolactone, allohepturonic acid and allohepturonolac- 
tone, altrohepturonic acid and altrohepturonolactone, gluco- 
hepturonic acid and glucohepturonolactone, mannoheptur- 
onic acid and mannohepturonolactone, gulohepturonic acid 
and gulohepturonolactone, idohepturonic acid and idohep- 
turonolactone, galactohepturonic acid and galactoheptur- 
onolactone, talohepturonic acid and talohepturonolactone, 
and mixtures thereof. 

21. The composition as claimed in claim 1, wherein the 
hydroxyacid is an aldobionic acid represented by the fol- 
lowing generic formula: 

H(CHOH)j„ (CHOR) (CHOH)„ COOH 

where m and n are integers independently from 0-7, and 
R is a monosaccharide, and wherein the aldobionic acid 
exists as stereoisomers as D, L and DL, or R, S and RS 
forms, and can form intramolecular lactones by the 
removal of one mole of water between the carboxyl 
group and one hydroxyl group. 

22. The composition as claimed in claim 1, wherein the 
hydroxyacid is an aldobionic acid selected from the group 
consisting of lactobionic acid and lactobionolactone, isolac- 
tobionic acid and isolactobionolactone, maltobionic acid and 
maltobionolactone, isomaltobionic acid and isomaltobiono- 
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lactone, cellobionic acid and cellobionolactone, gentio- 
bionic acid and gentiobionolactone, kojibionic acid and 
kojibionolactone, laminaribionic acid and laminaribionolac- 
tone, melibionic acid and melibionolactone, nigerobionic 
acid and nigerobionolactone, rutinobionic acid and rutino- 
bionolactone, sophorobionic acid and sophorobionolactone, 
and mixtures thereof. 

23. The composition as claimed in claim 1, wherein the 
related acids are selected from the group consisting of alpha 
keto acids, miscellaneous hydroxy acids, oligomers of 
hydroxyacids, and mixtures thereof. 

24. The composition as claimed in claim 23, wherein the 
alpha ketoacid is represented by the following formula: 

(Ra)COCOOH 

wherein Ra is H, alkyl, aralkyl or aryl group of saturated 
or unsaturated, isomeric or non-isomeric, straight or 
branched chain or cyclic form, having 1 to 25 carbon 
atoms, and in addition Ra may carry F, CI, Br, I, OH, 
CHO, CO OH and alkoxyl group having 1 to 9 carbon 
atoms. 

25. The composition as claimed in claim 24, wherein the 
alpha ketoacid is selected from the group consisting of: 
2-ketoethanoic acid (glyoxylic acid), 2-ketopropanoic acid 
(pyruvic acid), 2-phenyl-2-ketoethanoic acid (benzoylfor- 
mic acid), 3-phenyl-2-ketopropanoic acid (phenylpyruvic 
acid), 2-ketobutanoic acid, 2-ketopentanoic acid, 2-ketohex- 
anoic acid, 2-ketoheptanoic acid, 2-ketooctanoic acid, 
2-ketododecanoic acid, and mixtures thereof. 

26. The composition as claimed in claim 23, wherein the 
miscellaneous hydroxyacid is selected from the group con- 
sisting of: agaricic acid, aleuritic acid, citramalic acid, 
glucosaminic acid, galactosaminic acid, 2-keto-gulonic acid 
and 2-keto-gulonolactone, mannosaminic acid, mevalonic 
acid and mevalonolactone, pantoic acid and pantolactone, 
quinic acid (1, 3,4,5 -tetrahydroxycyclohexanecarboxylic 
acid), piscidic acid (4-hydroxybenzyltartaric acid), ascorbic 
acid (3-oxo-L-gulofuranolactone), Isoascorbic acid 
(D-erythro-hex-2-enonic acidr-lactone), 2-hexulosonic acids 
(isomers; arabino-2-hexulosonicacid, xylo -2-hexulosonic 
acid, ribo-2-hexulosonic acid, lyxo -2-hexulosonic acid), 
5-hexulosonic acids (isomers; arabino-5-hexulosonic acid, 
xylo-5-hexulosonic acid, ribo -5-hexulosonic acid, lyxo-5- 
hexulosonic acid), and mixtures thereof. 

27. The composition as claimed in claim 23, wherein the 
oligomer of hydroxyacid is represented by the following 
general formula: 

(AHA)^ - - - n(K^O) 

wherein, AHA is a hydroxyacid, m=2-10, with a preferred 
number of 2-4, and n=m~^, and wherein the AHA in 
each monomer needs not be identical. 

28. The composition as claimed in claim 27, wherein the 
oligomer of hydroxyacid is selected from the group consist- 
ing of glycolyl glycolate, lactyl lactate, citryl citrate, glycoly 
citrate, citryl glycolate, lactyl citrate, citryl lactate, malyl 
malate, malyl glycolate, tartaryl tartrate, tartaryl glycolate, 
glycolyl tartrate, glycolyl glycoly glycolate, lactyl lactyl 
lactate, and mixtures thereof. 

29. The composition as claimed in claim 1, wherein the 
hydroxacid, polyhydroxy acid, related acid, or lactone of 
these acids is selected from one or more of the group 
consisting of glycolic acid, lactic acid, gluconic acid, glu- 
conolactone, ribonic acid, ribonolactone, galactonic acid, 
galactonolactone, glucoheptonic acid, glucoheptonolactone. 



glucuronic acid, glucuronolactone, galacturonic acid, galac- 
turonolactone, glucaric acid, glucarolactone, galactaric acid, 
galactarolactone, lactobionic acid, maltobionic acid, and 
mixtures thereof. 

30. The composition as claimed in claim 1, wherein the 
molar ratio of the alkaline pharmaceutical drug to the 
hydroxyacid or polyhydroxy acid or related acid or lactone 
is within the range of from about 1:0.1 to about 1:40. 

31. The composition as claimed in claim 1, wherein 
molecular weight of the hydroxyacid, or polyhydroxyacid, 
or related acid, or lactone form thereof is within the range of 
from about 50 to about 1000. 

32. The composition as claimed in claim 1, further com- 
prising pharmaceutical and other topical agents selected 
from the group consisting of: those that improve or eradicate 
age spots, keratoses and wrinkles; local analgesics and 
anesthetics; antiacne agents; antibacterials; antiyeast agents; 
antifungal agents; antiviral agents; antidandruff agents; anti- 
dermatitis agents; antihistamine agents; antipruritic agents; 
antiemetics; antimotionsickness agents; antiinflammatory 
agents; antihyperkeratolytic agents; antiperspirants; antipso- 
riatic agents; antiseborrheic agents; hair conditioners and 
hair treatment agents; antiaging and antiwrinkle agents; 
sunblock and sunscreen agents; skin lightening agents; 
depigmenting agents; vitamins; corticosteroids; tanning 
agents; humectants; hormones; retinoids; gum disease or 
oral care agents; topical cardiovascular agents; com, callus 
and wart removing agents; dipilating agents, and mixtures 
and combinations thereof. 

33. The composition as claimed in claim 1, further com- 
prising one or more additional agents selected from the 
group consisting of aclovate, acetylsalicylic acid, adapalene, 
aluminum acetate, aluminum chloride, aluminum hydrox- 
ide, aluminum chlorohydroxide, aminobenzoic acid 
(PABA), aminocaproic acid, aminosalicylic acid, anthralin, 
ascorbic acid, ascoryl palimate, azelaic acid, bacitracin, 
beclomethasone dipropionate, benzophenone, benzoyl per- 
oxide, betamethasone dipropionate, betamethasone valerate, 
calcipotriene, camphor, capsaicin, carbamide peroxide, chi- 
tosan, chloroxylenol, ciclopirox, clobetasol propionate, coal 
tar, dehydroepiandrosterone, desoximetasone, dexametha- 
sone, estradiol, ethinyl estradiol, fluocinonide, fluocinolone 
acetonide, 5-fluorouracil, griseofulvin, hexylresorcinol, 
homosalate, hydrocortisone, hydrocortisone 21-acetate, 
hydrocortisone 17-valerate, hydrocortisone 17-butyrate, 
hydrogen peroxide, hydroquinone, hydroquinone monoet- 
her, hydroxyzine, ibuprofen, indomethacin, kojic acid, men- 
thol, methyl nicotinate, methyl salicylate, monobenzone, 
naproxen, octyl methoxycinnamate, octyl salicylate, oxy- 
benzone, padimate 0, permethrin, phenol, piperonyl butox- 
ide, povidone iodine, resorcinol, retinal, 13-cis retinoic acid, 
retinoic acid, retinol, retinyl acetate, retinyl palmitate, sali- 
cylamide, salicylic acid, selenium sulfide, shale tar, sulfur, 
triamcinolone diacetate, triamcinolone acetonide, triamcino- 
lone hexacetonide, triclosan, undecylenic acid, urea, vitamin 
E acetate, wood tar, zinc pyrithione, N-acetyl-proHnamide, 
N-acetyl-lysine, N- acetyl-ornithine, N-acetyl-glucosamine, 
and mixtures thereof. 

34. A method of forming a molecular complex between an 
alkaline pharmaceutical drug as claimed in claim 1, and at 
least one of a hydroxyacid, polyhydroxyacid, related acid, 
and lactone, comprising: 
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dissolving the alkaline pharmaceutical drug and an alkali 
in a suitable reaction medium to form a free base of the 

pharmaceutical drug; 

optionally separating the free base of the pharmaceutical 
drug from the reaction medium; and 

adding at least one of a hydroxyacid, a polyhydroxyacid, 
a related acid, or lactones thereof to the free base in a 
suitable reaction medium to form a molecular complex. 

35. The method as claimed in claim 34, wherein the free 
base of the pharmaceutical drug is separated from the 
reaction medium. 

36. The method as claimed in claim 34, wherein the 
reaction medium used to form the free base of the pharma- 
ceutical drug is water. 

37. The method as claimed in claim 34, wherein the alkali 
added to the alkaline pharmaceutical drug is an inorganic 
alkali. 

38. The method as claimed in claim 34, wherein the free 
base of the alkaHne pharmaceutical drug is formed as a 
precipitate or oily product that then is separated from the 
reaction medium. 

39. The method as claimed in claim 34, wherein the 
reaction medium used to form the molecular complex is 
water, and wherein the free base of the alkaline pharmaceu- 
tical drug is suspended in the water. 

40. The method as claimed in claim 39, wherein the 
reaction medium additionally comprises a solvent selected 
from the group consisting of ethanol, propylene glycol, 
butylene glycol, and mixtures thereof. 

41. The method as claimed in claim 34, wherein the 
molecular complex is formed when the pH of the reaction 
medium has changed. 

42. The method as claimed in claim 34, wherein the 
amount of hydroxyacid, polyhydroxy acid, related acid, or 
lactone form thereof is within the range of from about 0.1 to 
about 40 moles per mole of pharmaceutical drug. 

43. The method as claimed in claim 42, wherein the 
amount of hydroxyacid, polyhydroxy acid, related acid, or 
lactone form thereof is within the range of from about 0.5 to 
about 5 moles per mole of pharmaceutical drug. 

44. A method of treating a cosmetic condition or derma- 
tologic indication in a subject comprising topically admin- 
istering a therapeutically effective amount of the composi- 
tion as claimed in claim 1 to a subject in need thereof. 

45. The method as claimed in claim 44, wherein the pH 
of the composition is within the range of from about 2.0 to 
about 7.0 

46. The method as claimed in claim 45, wherein the pH 
of the composition is within the range of from about 3.0 to 
about 5.0. 

47. The method as claimed in claim 44, wherein the 
composition is in a form selected from the group consisting 
of lotion, cream, ointment, and gel. 

48. The method as claimed in claim 47, wherein the 
composition additionally includes a cosmetically or derma- 
tologically acceptable excipient. 



49. The method as claimed in claim 44, wherein the 
method treats, heals or prevents a cosmetic condition or 
dermatological indication. 

50. The method as claimed in claim 49, wherein the 
method treats, heals, or prevents a cosmetic condition or 
dermatological indication selected from the group consisting 
cosmetic and clinical signs of changes associated with 
intrinsic or extrinsic aging; the damages caused by extrinsic 
factors such as sunlight, air pollution, wind, cold, dampness, 
heat, chemicals, smoke, cigarette smoking, and radiations 
including electromagnetic radiations and ionizing radia- 
tions; mucosa; skin erythema; inflammation or reaction 
caused by internal or external factors; and mixtures thereof. 

51. The method as claimed in claim 49, wherein the 
cosmetic condition or dermatological indication is selected 
from the group consisting of: disturbed keratinization; 
inflammation; defective syntheses of dermal components; 
changes associated with intrinsic and extrinsic aging of skin, 
nail and hair; dryness or looseness of skin, nail and hair; 
xerosis; ichthyosis; palmar and plantar hyperkeratoses; 
uneven and rough surface of skin, nail and hair; dandruff; 
Darier's disease; lichen simplex chronicus; keratoses; acne; 
pseudofolliculitis barbae; dermatoses; eczema; psoriasis; 
pruritus; warts; herpes; age spots; lentigines; melasmas; 
blemished skin; hyperkeratoses; hyperpigmented or hypop- 
igmented skin; abnormal or diminished syntheses of col- 
lagen, glycosaminoglycans, proteoglycans and elastin as 
well as diminished levels of such components in the dermis; 
stretch marks; skin lines; fine lines; wrinkles; thinning of 
skin, nail plate and hair; skin thickening due to elastosis of 
photoaging, loss or reduction of skin, nail and hair resil- 
iency, elasticity and recoilability; lack of skin, nail and hair 
lubticants and luster; dull and older-looking skin, nail and 
hair; fragility and splitting of nail and hair, or used as to 
lighten the skin. 

52. The method as claimed in claim 51, wherein the skin 
changes associated with aging are selected from the group 
consisting of progressive thinning of skin, fragile skin, 
deepening of skin lines and fine lines, wrinkles including 
fine and coarse wrinkles, lusterless skin surface, coarse and 
uneven skin, loss of skin elasticity and recoilability, blem- 
ished and leathery sldn, loss of skin lubricating substances, 
increased numbers of blotches and mottles, nodules, pre- 
cancerous lesions, pigmented spots and mottled skin, 
changes in qualities and quantities of collagen and elastic 
fibers, solar elastosis, decrease in collagen fibers, diminution 
in the number and diameter of elastic fibers in the papillary 
dermis, atrophy of the dermis, stretch marks, reduction in 
subcutaneous adipose tissue and deposition of abnormal 
elastic materials in the upper dermis, yellowing skin, telang- 
iectatic skin, and older-looking skin. 



